eamsminuenlng (rileununnuInavIIY) T

FauAnN N

AUNaIAANAL

AAUATANUTIIDIAIENEIATY

wraziinlsznaumls@nesaanayl 60, 90 138120 NAANTH

ANBULURINAAN U

BunasAanau (60 un.): Wagtunimasuawlidivin guanu Yyuisaessinu tndeuidudidiandy drunileifaia “60”

b

v =

ANAUMNITEU

BunesAendy (90 1n.): Wagtunwaausulaivin yunu Yyuisaesdny indeuilandnnn duniiadsawe “90” an

Y £ o
ATUNUILTEIL

BunesAanadu (120 Un.): Wagtunwaaus v yuuu ywissesinu inaeulduddoadeu sunilsdsaian «120”

|
v =< o

ANFNUNINITEL

sransdauilsznauiilildnaandian (List of excipients)

LAgEN

Microcrystalline Cellulose, Calcium Hydrogen Phosphate, Croscarmellose Sodium, Magnesium Stearate

p oA @
AIUNLAADLILNALIN

AuUNaIAANAU (60 1N.): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate, Indigo Carmine Aluminum

Lake, Yellow Iron Oxide, Talc, Sodium Laurilsulfate
AuUNaIARNAL (90 uN.): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate, Talc, Sodium Laurilsulfate

funaIAANAU (120 1N.): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate, Indigo Carmine Aluminum

Lake, Yellow Iron Oxide, Talc, Sodium Laurilsulfate

LNRINRANEASANRTIAUANERAS
LNRINRANERAS

Py a a o o - < o vy e % o
annsaiensagnunaunulaadandueaianlad cyclooxygenase-2 (COX-2) GwinldilnnuantiRanld seiutlon uay
ann3sniay anesaendylilualunisdudaeuly cyclo-oxygenase-1 (COX-1) Nszavlunnssne

WNATARUAIHAS
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N13MATHEIN
o o a a s a ==& v a t-dl o A a d?l
wdsanNnssulsznuen anesfendugngadulffainniaduenms szaznainseiuanlwdengegaiadunielu 1

doluendslunyfulssnuenTuanieiasing armsazyinliszazinainisgedndreantilszunn 2 dalug viatlliing

paLlENIENTIgNgATNiavae ATlNIeengnaduysnilssnnns 100% Aduilinsmaespanudnduaesaniu

al

v
=&

a1 (AUC) NTU 16% Tusnsuunnsasidnties uazivnaulssanmaawinlugnduunnsasiiunans

NI9NILINEIEN

39T s U TU AU ANUTTH 0l 92% wazlFHNRTNNINTE AR R ANLTENNW 120 ART

ngulasulagen

a ac a o

anesfendugninmnuelaviineuanysnd nuies 2% reauinengndueanniiasoz ugu i Reuudas nnswen

a

veATNuANAATUIALNIUNIG CYP3A4 6 6'-hydroxymethyl derivative 1848nasAandu antugndandlad s 6'-

carboxylic acid derivative Fiflummuelarian Masesunuelavilifigndvisedgnsiesninsenisdugs COX-2

N19N1_AEN
2 . d 4 oan o o L . .
NANNIZIZAVENAIN ANATNTIR IN1INAALNUTENN 22 F2Tud endueannieila@naziduuan (70%) way 20% 189

1waenduaannIgaansy nsAnsn ludadwudngnesfenduaisnsndiuinuarinedouaisanszaguiun s

AaLigld
AunasAanau lTdusamn
- 'ﬂ’m’lﬂm"ﬁfméfau (osteoarthritis) LL@:%’@'é/ﬂL@ugmmfaﬁmr(rheumatoid arthritis) %Wﬁmaﬂuwﬁuumgﬂii
- anslsAnseandunasaniauiiafin (ankylosing spondylitis)
- mm@“ﬁﬂﬁnmmﬁmLaﬁuwﬁwﬁmmnhmﬁw’(gouty arthritis)
- ummmmimmmz@mmznﬁwLf:mﬁm'g@é‘“\i mufeermstandeies
- usaenslanRaunAuTNNIUAAaNI TN
- anaanlszanipen
- anstheszAulhunasisguusesnandainisidianidnanielutdesieg

£
o o

Arstsziuponnidestnasanludihausazse neunatsnundsanaanlunguitdugs COX-2 atinanmng

AUNALNLULUN
a1n5lsATaLdan (Osteoarthritis)
PUNANRUTUN SULTenUATIaY 30 HARNSH 138 60 HAANSH Juas 1 ASI

9n17lsataeniaLgNImREs (Rheumatoid Arthritis)
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PUNANRUZUN SUUsen1UATIay 90 Raansy Fuaz 1 A5a

[ =<

2n17lsAnszgndUnAIsLALEAAA (Ankylosing Spondylitis)

PUIANLUZTN SUsenIuAsaay 90 NaAnsu Juay 1 A%

v dﬁl a dﬁl o =< o dy o
m?m7@7n7ﬂ/fmn?s@mm:nmmu@wmm?\7 FANNDINITLIANAIUTDI

PUIANLUZTN SUsenIuAaay 60 FaAnSH Juay 1 A%

N o
27IN17U201BEILINAY

T3

A miuanistineundunaiising o aasldundunesfenduluszasiiinaanisesnuaaunduringu Inafszezion

nsldeuugegn 8 Ju

Y o a

TesnauTiaAREUNALTEea N 2 (Gouty Arthritis)

PUNANKUTUN SULemuAsaay 120 RaAnsN Tuay 1 A%

1milszananu

PUIATIULUN FUUTEn1UATIay 120 HAANSH Juas 1 ASI

1auaIn1sensa iy

PUIANWUZUN FUUIENIUATIaY 90 NaANSH Suay 1 ASI

UIANAINIFLNFANINLTIAT

o o

PUNANWUEUN FUUszn1uAsas 90 Haansu Juas 1 Ase AdsBuAulanlussaznaunistdmLIanias

aIniNaLnAen ligegn A 120 Hadndi uaz 1 A

-ﬂl g o o [ 1 ¥ 1 M v 1 a a o dgl A o i v =2
AUIAEINGININTUIALUZUIATNTU usiazdatialdludls LL@C’N"J’]‘]Ji‘&@‘l/]ﬁﬂ’]wsl,uﬂ’]?i‘m:m@;ﬂ‘ﬂuﬂi‘@EI\?VLEJVL@EJT]’]W’TT]H’]

v
o o

A9t AR lTEN

gunadminlsndeiden linasiu 60 Aaanusedy
npdmiulsrdadniauguinesns pdsifiu 90 Haaniusadu
npdmiulsanszgndundseniaudinga lipasiiu 90 Haaniusadu
aunagvsulsainviaiaReunay Tdaaaiu 120 Hadniusadu

UIAEIMTURINNURRtNRIUNALLATLIRLzARen THAYTAL 120 Raaniusedy
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PUNAANFUBINN9UIAEFR5S TiAagiAY 60 Raansumadi

o 1 o

PUIAFIMTUBINNTUAENRILINAUNAINITHNE AR TidAd9inY 90 Haaniusady

a a o 1w

PUIAFINTUDINNTABENURIUNAUNAINTHIFANIUTNT TlAq9LAL 120 Raansusady

HA9aNNANNHLAENAANINAANNRALNRTI9 UL lauazaanlaanannNIs ideanisues COX-2 IRARINIE 8Na

Y '
a

&£ ¥ = o Ao A A = o % ai
LWN%HWWN?JHWmLLﬂgﬁ'gﬂgmﬂqﬂq{lﬂjﬁq @QV’]’]?I’HE'WIH%H']m“l/]m'ﬂ/]@‘m‘waqﬂqﬁ'ﬂ@@ﬂﬂmﬁluﬂq??ﬂ‘]ﬂq‘lm LLﬂﬂuiw:L’va}

(43

1
al

dungainfaziduldld uanannlinasiarsnariuanduaediloalunislden ileusaniainisuazguanis
nauduedresnIsindussey o

3 & Aa

EgNB7E WA (TOTIA

Tlandudaslsuaueenilaldeniilufilanigeeny snawe vizasnedaais

gilagisinden

v o A @ v . ' 1% a > a a o o T o o A >
dilhasuidesantden (Child-Pugh score 5-6) laimasldanifiuaunnnssas 60 Haansu duaz 1 Afs dilaesiudendu
11Unane (Child-Pugh score 7-9) Aaranauiaeuas limsldaniuauinnfaas 60 Raansu AuLIwIR a1u1nlel
1NANLUEIN 30 Hadnfusedu delifideyanisdnsnneaiunisldaniludilaasfudengunss (Chid-Pugh score

>9)

gilozlondan
Tduuzii ildengunesdenduludilonlndensuuss (A1 creatinine clearance < 30 Hadans/wi) Tianilusdeadliy

el ldeniilugioelandenlaisuus (An creatinine clearance >30 Ha@anaM)

3815 bden

a ac

gnaunesaanaulilaanissuilszniyn a1x1305usenunautenadan i e Asldenaunesaanauluszazingnd

12 i
v ' o

4 Y 5 - - .
dungauihfaziulilfuazawnenmgafidenslss@nninnisinm
aanN g

Szdl 3 a a2 a A ! o o
- NNLAENIBENATADNALNTE @’Juﬂﬁ‘;‘ﬁﬂ@']_llfﬂﬂ UNGATANTUEN

al

- fulaelsavalagumaoifinsdszifiuaanuainisalunisvinianssuaesialang luseAun 209 4 (NYHA
class II-IV congestive heart failure)
- gndulsaidlanacen giidulsanaesdenuwnsdoulany uazsize filaeniiulsnvaenidenaues (3ands

LNl dl QI Yo 1 o A o A 1 o A
gﬂqwquvLm“uma‘mmmmammmm% LLUUU’]EW’]@M?@W\?NWG]G]’IIEHEJLZ%/‘HL@@@)
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vl o ana o < di o = o a o
- Hwﬂﬂizqmmﬂ\iﬂgﬂiﬁ’]ﬂ’]iuw (LU VARAANUALNTN, Iﬁ\ﬂLﬂ@@Hﬂ@ﬂL'&ﬂLLﬂUL@ﬂﬂW@u, im'&m'ﬁﬂ@yjﬂ, f|INIT

uantedLieiEie liduRanls (Angioedema), axiie) saeuaalnu wiaanlungs NSAIDS g 7|

D

= A a4 a
Quralunszinizatnis virediaanaan lUn19ARa1ng

'
vl

Han1suanu vidagnan1azfy

1
2 L) BV 1)
Sho

=D
pnd)}

) A
naglnunamanluiaengs

TN SR
- ngalviunyms
- ERENIIUIeAURRLNRTsAUTUUSS (iNdayRutaandt 25 n3use@ns 1sa Child-Pugh class C)

Dd‘ ° I o v 1 a aa 1 =
- EJJ‘I/]ﬂ’]i‘VI’]\‘i’]‘L&‘lI@\‘IVLWJ_IﬂWﬁ"ﬂ\‘iﬁ‘&im‘]_lg‘ul,l,i\‘i (CrCl 1agni1 30 HaaamnIsAauIn)

! ¥ '

- msldenlwanisedaiuniengdeandy 16 1
v

- e NIANIEUTTTLILNAUANMNS

i

- mnLﬂu‘imﬁmuﬁu‘i@ﬁmzgqmu'mmmmuqu"l,rf’f@ﬂ'wmqa (N7NN91 140/ 90 HaawumsLlsan)

al

ANLFAULALTDAITTEIN

NARAUARALADALAZTR LA

anlungu NSAIDs faaaiiaadaslunisiiuanui@asasinisinsune (uazyin e le) aanwenisnidulaifa
szgamaa9nInznninaniden lunaanidaaniala sandeananuiiaalaniea (M) wazniazansaan liiasasued

(stroke)

4o O y U T - s .
AHIAENAINARATiNNINTWan Meuszazinauy vivedidadui@esianisiineinisindnAzesssuuialauay

d \ o a o r_q P A
vaanaen (U lsapnusuladings Tealaduluaengs Tsawnmanu diguynd)
ArslsziiulsrdRinannulsnscuuilanasnasnae nreuiaryARantngsrdnsrdanaudeanaen uaslssiduanuy
ufulunisldaieusanieinisedisauaznisnauanessanissneiusees 7
anainpusuladingamiiaruludvseiaanisutias WiineaAtausuladinlidenndi 140/90 Hadwmstlsen neu
FusneuazAanuAtANsulainnaenn1snE

a 96/ dl a é’ A A 1 ol o 2 ¥ 1 o o Dd‘d g '

a1aiAeINTsUaNiMaaululvTaNe N sutias visevinladuimas Tildaneessdnsrdsludniennisuaniiieg
nou (lddranmnle - Anwn) gninlaiesansderienuiadng vzediaalsaialadumaciinonuguuseresainises
TuseAUN 1 (NYHA class 1 heart failure) Wnldlugtlaalsaialaduinasniaaiugunssnesainiseg lussaun 2-4

(NYHA class II-IV heart failure)
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Tingaldandidainisialaduimasutias aanisuandy viaiiarnusulaiingsildauisnacuguls vivaiinaaa

AUTATRGITEALTUNIS

WildenTuanansnganaiunsneangns unisinmldluszeznandungn Teaanadesriununalunissnely

lnausiazypna aanaudaslunisialsaialauazuaanaen avsiarsumisidanaulunisinundmiugilae

y
A o
V]NWQWNL@EQ@]Q

TXULNLAUDINGD

TunsaindAruguLsainluiau1eafieanan dedinle laun nsdinifianiazunsndauaesssuun1Auamig
] =2 a oA
dauuusntiunanzg uuna uazilidenasn

o

Ao ldenateszlnsedsluiniilsedmidulsnsruuniausiuannns (henean videiuna) §7ldenlduiuauealniu

w2 -

- P A \ o & o a - P = - vl i
NTREUIDU e'| W@%luﬂqm NSAIDs ¢IMA1UANTHINAIUDILADA LL@g/ﬂﬁ\@ﬂqﬂﬂimIﬂ@Lmﬂ?@ﬂm HW@]U‘L‘!M? NNANLLRANBEDR

y oo ey o :
uwazgeang wsalugihenieniudaune
Wildan luauansfigananisoasngnalunisine s lussazinandungn Teaenndesiu g lunisinelu
- o o o n s o s " - a
filheudaziynna eanaudesaesmsnisaliuladfalszasmminiulussuumieauenmg Assiarsumieden

= o = o o vy A o
auluniasnau | mmugﬂqwummmm@q

Waldsaniuiuaiuealniu (wiluawianian) araiarsnisiasiussuuniuauauIssaNsae (1 8ngw proton

pump inhibitors, ¢11 misoprostol)

A
FANMIGLT
anaiina1N9latinanals liEnn11A hemoglobin 138 A1 hematocrit lugilaeildenuszazann Tnanfudqengnae
FAenduaslddanansznusiadn PT, PTT viTe ANanLaen (platelet counts) wazlugugannssanmaiuaeaniniaenly

waening adldassuganisinmsasendundniaen

N1IN1UIRIAURALNR

Anaulad transaminases 8194911 (11NN91 3 NT893EAUANEATR9ANUNR) THFRARINAINITIIeIBIBNF UL
A
i

Inagnlugisendnimagauninuialndlunisinavaesduegnouniinid viseddtynynyenisaauiiaLnfaessi

Page 6 of 11 Ver.01_Dec2022



T7

v
aca

dl a K o 1 1 o o a o d! Y v k% % ¥ v
gmm'wmmmu’l,umu'amqgw,m (Ln1d lsasuanIaL 1eARTIw NIEALINE) ‘HQWUi@u‘ﬂﬂ@’]ﬂﬂ’Wﬂ?ﬁﬂ’] ”mehmmu

=

Aounniranisaiivaedlsasiu WUAIN3YTEREINN7359 YTANAZDLILAYNLANNEALNA 11NN WURaF UL

A~

an

|
vl o

o o dl o v X2 o Y | k%
seimsrdsludiudenseautas i unans Tnauwusililsuawannslden

uasadianinglarl
nsldanlunga NSAID anainauidesluniafianns Inunaidienluaengs lnaenizludilaamnm uaznsld

1 o o di AJ a; o Y a = & 2 a | = 1 F2 )
TANNUNLRATEY ] Eﬁ\‘l'a‘i’n\l’ﬁ‘ﬂmu?;lflu’]%ﬂmL”Iﬂﬂ’]%I’WLLVI@L%HNIML@@@’Q\“@ ATRARNAN INUNATaN e TN AT A

NAFD NN
a1anUN19z) R la1Aiuetineguss (Serious hypersensitivity reaction) Usznausagnisuiaiinguuse (Anaphylaxis)

N1IUNTaLae lAT R ML (Angioedema) Stevens Johnson syndrome (SJS) e Toxic epidermal Necrolysis

= ]

(TEN) Fedsnaeruinulsdealugnldadnasiandyu iugaldanlenuiuniomis Sunausinitiayiia vied

a

Aryeynnudu ) vesdfnsanisul

199U ImRALUNG

o o A

aarn lumldyraseainisuansaednisiamadeinldnnmdass lsaandn

v
X

nsldenlungn NSAID enaludunsesianisyinueedlaiasainannisaienseanunuAnaaues v A ld

U

Wunalinisluanewesasnlulnanasdearan liinaninlndnmanls (@ lasdnfinasnaunudnmle)

=

v Py o ' D H oa ' ! = 2 P
@.ﬂqwnwmmm@\ﬂmunwm\ﬁ HNNNNICTIAURN EJ]V]NJ’]’]’JZ??.I@\?LM@’JGLLL?’NH’]?;I‘W?@Q wralTumsiaanas

'
% a v

(Hypovolemia) Tsptinladuinan (Heart failure) fniaanunininfaessiu fnlasuandulaaicy gnlasuanlungs

ACE inhibitors, Angiotensin Il receptor blockers wazluggeang aziinanuidesluniaduissie lnunau

Aosldatngszlnsedalugnladenssaudasfaiunans filasanslafuriacnaiaesnanauEunisine Aanunig

nuaedlaeenglndda vealdludnidulsalnFasazanisinauaeslauas

nsldenlungu NSAID szazanaenalnay liiianissngseiiaialuls

au
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nsldanlungu NSAIDs analinaudestaslsaitiafuanasaniausin lifinde @muladen) lnaenivasinediely
grlaamidulsauindisaies(SLE) uazdnidulsandaauiinlnfresiiaitianaeiutiinnaniu (mixed connective

tissue disorders)
pasldetinasriinsedalugilelsaiunvanu

= 1 k% 1 o v a = nI/ ¥ a =X ¥ 1 o o
mwmmmmﬂmmluﬂqu NSAIDs ezt Vlﬂw,ﬂmqumiwmmnmmﬁﬂuwa&lq NGRS CRRNAAEPERS

ALARAUAINLTENIANTENSINAIEI1TUEY
1. Wl ludnudenid assdpssiuazassszas lunyms
2. wnldlumldfunsindauaanideniialaluszazudsinginlug <) (immediately postoperative period)

3. dwnldeniludihalsanaaiuuasaiaeniola wisenaenidanaues

4. vl ludndausulaingsillarunsonunuls
% ¥ Aﬂg’ LA % Aﬂg’ o A 2] Iﬂld o v A nl/ . N

5. dnldeniiludihaninznduiienialaniy vregiseninizivladuinaniasnAs (congestive heart failure
NYHA [I-1V)

6. wuldeniludihanmadulsanaeninenialanusii wrainaininzdungny suniaduiiaainisavass
A
RREGHGE

. o

7. szipsedamsldantludnidaduidassieniainlsavaamaaniala wu aousuladings szavleduluaes

49 Taunuanu fauyna dgeeng sy

8. szmipszdansldanilugienianuiadnfvesiuuayle

Aumsheniuendy
waniazansldsaniu
Wﬁmﬁl’ﬂdﬂ?2‘2”1?8/’7EW@?ﬁ@ﬂﬁﬂﬁ“’JNﬂvﬂﬁlWﬁﬁ@‘Zi_/ﬁ’/: Acemetacin, Aminolevulinic Acid (Systemic); Dexibuprofen;
Dexketoprofen; Floctafenine; Ketorolac (Nasal); Ketorolac (Systemic); Macimorelin; Mifamurtide; Morniflumate;
Nonsteroidal Anti-Inflammatory Agents; Nonsteroidal Anti-inflammatory Agents (COX-2 Selective); Omacetaxine;

Pelubiprofen; Phenylbutazone; Talniflumate; Tenoxicam; Zaltoprofen

Lﬁqué/ Mlinane

Hﬁﬁ%@?ﬁ@ﬂﬁU@ﬁﬂL‘qu’ilj‘::ﬁ)VUEHw?"@qwﬁr’z‘l@dﬁl’)ﬁ\?m’@'ZI/i{.'S—Amino—salicyIic Acid Derivatives; Aliskiren;
Aminoglycosides; Aminolevulinic Acid (Systemic); Aminolevulinic Acid (Topical); Anticoagulants; Bisphosphonate
Derivatives; Cyclosporine (Systemic); Deferasirox; Desmopressin; Dexibuprofen; Digoxin; Drospirenone;

Eplerenone; Estrogen Derivatives; Haloperidol; Lithium; Methotrexate; Nonsteroidal Anti-Inflammatory Agents (COX-
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2 Selective); Omacetaxine; Porfimer; Potassium-Sparing Diuretics; PRALAtrexate ; Quinolones; Tacrolimus

(Systemic); Tenofovir Products; Tolperisone; Triflusal; Vancomycin; Verteporfin; Vitamin K Antagonists.

m”mmw?@z;W?r"z/mmEm@?ﬁ@nﬁumwLﬁﬁ/fufmﬂmmﬁﬁﬂYijﬁ'y: Acemetacin; Alcohol (Ethyl); Angiotensin Il Receptor
Blockers; Angiotensin-Converting Enzyme Inhibitors; Aspirin; Corticosteroids (Systemic); Cyclosporine (Systemic);
Dexketoprofen; Felbinac; Floctafenine; Herbs (Anticoagulant/Antiplatelet Properties); Ketorolac (Nasal); Ketorolac
(Systemic); Loop Diuretics; Morniflumate; Naftazone; Nonsteroidal Anti-Inflammatory Agents; Pelubiprofen;
Phenylbutazone; Probenecid; Selective Serotonin Reuptake Inhibitors; Sodium Phosphates; Talniflumate;
Tenoxicam; Thiazide and Thiazide Like Diuretics; Tolperisone; Tricyclic Antidepressants (Tertiary Amine); Triflusal;

Zaltoprofen.

amqwé

E/’)ﬁ?/)@?ﬁ@ﬂ57./@’)@M)ﬁ‘é’ﬁ)vi_lﬁl’)W?‘lm]%?fﬂlﬂxiﬁl’)mvﬂﬁfﬂllﬂﬁ%: Aliskiren; Angiotensin |l Receptor Blockers; Angiotensin-
Converting Enzyme Inhibitor; Beta-Blockers; Eplerenone; Hydralazine; Loop Diuretics; Macimorelin; Mifamurtide;
Potassium-Sparing Diuretics; Prostaglandins (Ophthalmic); Selective Serotonin Reuptake Inhibitors; Thiazide and

Thiazide-Like Diuretics.

SALENYTRNNETeNE18NETABNALE19anAe eI 149518 [1/1: Bile Acid Sequestrants; Bosentan; CYP3A4 Inducers
(Moderate); CYP3A4 Inducers (Strong); Dabrafenib; Deferasirox; Enzalutamide; Mitotane; Pitolisant; Sarilumab;

Siltuximalb; St John’s Wort; Tocilizumab.

ANFNATTAUNSRATTTNINT LAUNLY AT

aa &
apzHAIes
wunisiianisnlianisnigdlunnsdnsnludad vaniaaenisldunTusgndnslasunan 3 (wuanu@asreasnista
ductus arteriosus 204190 uAssMatlunngnuazanaaziipndulaingilutlenramisnusniinegnaamaan) M
Winsraanenadiasnliuazsrazinainanntivaiuy
nldunanesAendulungsiaged danudaiinissamssilussudnenisinunsasen Tuganisldunlaesiun

a ! ¥
Al miwmﬂuuwm

Arsszlnsedalunisldszudneiunyms Wesainnisdnnludndnueduaannisunun asssendnaliunymsasaag

a X
NANLALNENT
an1shanelseaem
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=2 [~

189 10 wlasidus:
sruuialauazuaeniden: a1n1suanu, Avuaulalings, enisladu

! a = ' =
svuulszamdaunans: Beudses, dauus, tandsuy
fouila: Wlusesdn
FTULNMNALEIMNS: annsaniias, Haade, aamslites, a1n19viesdn, aanisqnidaniias, ainisaauld
BU: AN ALT GANTW, AN AST ANTY

N :

sruudszamuaznduiiie & Tasanszgn: gauus

81 ): nezgnitiudniay, eansmdewduldudalun

v 1 d @ I'4
Waana 1 wasidue
nsfusanialng, aannsuiat193uuss (Anaphylactic/ anaphylactoid reaction), nazlatinans, a1nisiaaduiiala
(Angina pectoris), 81n15UanaetietialAduRamie (Angioedema), 3ANT1994, BE1NAIMTANTUITRAAAS, N1
Falalunna9rqz(Arrhythmia), N19zialaasLudUna (Atrial fibrillation), AMWT1859, aBAANTALNGS, A1 BUN
Wndw, lsavaanidananes, aan1sidumiinan, aannsduan, nazialaduiman, Wayansniay, anisviasyn, e, A
CPK WNA, NMqdsidsn, wnelaanunn, In1sulasuutasees EKG, @aananlug, 1aana1miseniay, fnauwmad
Rouila, neiuan, Huwieuuy fixed drug eruption, NEKAY, NILNILBIMITENLAL, LAALKA TUNTZINZDIUITUAY
o o & o [y & a a
anld, nszimnzetmsuazan léidndniau, nenluadiau, Idanaanluniafiuenns, neAwa MMy, 8In13szamn
waaw, Aue, sudniay, nazinuwnadasludengs, nozgilaiy, Anudulalingaduings, acufdndaties
(Hypoesthesia), nazlaaanluaennn, wenlinay, Ineniay (Interstitial nephritis), #1711, N19LLAALARAL13AN,
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Product Name
INTORICOXIB

Name and Strength of Active Ingredient
Each film-coated tablet contains 60, 90 or 120 mg etoricoxib

Product Description

INTORICOXIB (60 MQG): Dark green, apple-shaped, biconvex film coated tablet, debossed
with*“60” on one side and plain on the other

INTORICOXIB (90 MG): White, apple-shaped, biconvex film coated tablet, debossed
with“90” on one side and plain on the other

INTORICOXIB (120 MG): Pale green, apple-shaped, biconvex film coated tablet, debossed
with*“120” on one side and plain on the other

List of excipients

Tablet core

Microcrystalline Cellulose, Calcium Hydrogen Phosphate, Croscarmellose Sodium,
Magnesium Stearate

Tablet coat

INTORICOXIB (60 MG): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate,
Indigo Carmine Aluminum Lake, Yellow Iron Oxide, Talc, Sodium Laurilsulfate

INTORICOXIB (90 MG): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate, Talc,
Sodium Laurilsulfate

INTORICOXIB (120 MG): Polyvinyl Alcohol, Titanium Dioxide, Glycerol Monostearate,
Indigo Carmine Aluminum Lake, Yellow Iron Oxide, Talc, Sodium Laurilsulfate

Pharmacodynamic/ Pharmacokinetics

Pharmacodynamic properties

Decreases synthesis of prostaglandins due to selective inhibition of cyclooxygenase-2 (COX-
2) enzyme; has antipyretic, analgesic and anti-inflammatory properties. Etoricoxib does not
inhibit cyclo-oxygenase-1 (COX-1) at therapeutic concentrations.

Pharmacokinetic properties

Absorption

Etoricoxib is well absorbed from the gastrointestinal tract after oral doses. Peak plasma
concentrations occur in about 1 hour in fasted adults; food delays absorption by about 2 hours,
although it has no effect on the extent of absorption. Bioavailability is about 100%. Area under
the curve increased 16% with mild hepatic impairment and about two fold with moderate
hepatic impairment.

Distribution
Plasma protein binding is about 92%. Volume of distribution is about 120 L.
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Metabolism

Etoricoxib is extensively metabolised with less than 2% of a dose recovered in the urine as the
parent drug. The major route of metabolism is via cytochrome P450 isoenzymes including
CYP3A4 to form the 6'-hydroxymethyl derivative of etoricoxib, which is then oxidised to the
6'-carboxylic acid derivative, the major metabolite. Both are inactive or only weak cyclo-
oxygenase-2 (COX-2) inhibitors.

Excretion
At steady state the half-life of etoricoxib is about 22 hours. Excretion is mainly via the urine
(70%) with only 20% of a dose appearing in the faeces. Studies in animals suggest that

etoricoxib may cross the placenta and that some is distributed into breast milk.

Indication

INTORICOXIB is indicated for

- Acute and chronic treatment of the signs and symptoms of osteoarthritis (OA) and rheumatoid
arthritis (RA)

-Treatment of ankylosing sponsylitis (AS)

-Treatment of acute gouty arthritis

-Relief of chronic musculo-skeletal pain, including chronic low back pain

-Relief of acute pain including dental surgery

-Treatment of primary dysmenorrhea

-Treatment of moderate to severe acute post-operative pain associated with abdominal
gynecological surgery

The decision to prescribe a selective COX-2 inhibitor should be based on an assessment of the
individual patient’s overall risks.

Recommended Dose
Osteoarthritis
The recommended dose is 30 mg or 60 mg once daily.

Rheumatoid Arthritis
The recommended dose is 90 mg once daily.

Ankylosing Spondylitis
The recommended dose is 90 mg once daily.

Chronic musculo-skeletal pain, including chronic low back pain
The recommended dose is 60 mg once daily.

Acute pain

For acute pain conditions, INTORICOXIB should be used only for the acute symptomatic
period limited to a maximum of 8 days.

Acute Gouty Arthritis
The recommended dose is 120 mg once daily.
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Primary Dysmenorrhea
The recommended dose is 120 mg once daily.

Post-operative Dental Pain
The recommended dose is 90 mg once daily.

Post-operative Gynecological Pain
The recommended dose is 90 mg once daily. The initial dose should be administered shortly
before surgery. The dose can be increased to a maximum 120 mg once daily.

Doses greater than those recommended for each indication have either not demonstrated
additional efficacy or have not been studied. Therefore.

The dose for OA should not exceed 60 mg daily.

The dose for RA should not exceed 90 mg daily.

The dose for ankylosing spondylitis should not exceed 90 mg daily.

The dose for acute gout should not exceed 120 mg daily.

The dose for acute pain and primary dysmenorrhea should not exceed 120 mg daily.

The dose for chronic pain should not exceed 60 mg daily.

The dose for post-operative acute dental surgery pain should not exceed 90 mg daily.

The dose for post-operative acute gynecological surgery pain should not exceed 120 mg daily.

As the cardiovascular risks 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.

Elderly, Gender, Race

No dosage adjustment in INTORICOXIB is necessary for the elderly or based on gender or
race.

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 dose should be reduced; a dose of 60 mg every other day should not be exceeded,
administration of 30 mg once daily can also be considered.

There are no clinical or pharmacokinetic data in patients with severe hepatic insufficiency
(Child-Pugh score >9).

Renal Insufficiency
In patients with advanced renal disease (creatinine clearance <30 mL/min), treatment with

INTORICOXIB is not recommended. No dosage adjustment is necessary for patients with
lesser degrees of renal insufficiency (creatinine clearance > 30 mL/min).

Mode of Administration
INTORICOXIB is administered orally. INTORICOXIB may be taken with or without food.

INTORICOXIB should be administered for the shortest duration possible and the lowest
effective daily dose should be used.
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Contraindication

- Hypersensitivity to etoricoxib or any component of the formulation

- NYHA class II-IV congestive heart failure

- Ischemic heart disease, peripheral artery disease, and/or cerebrovascular disease (including
patients who have recently undergone coronary artery bypass graft [CABG] surgery or
angioplasty)

- History of allergic-type reaction (eg. bronchospasm, acute rhinitis, nasal polyps, angioedema,
urticaria) to aspirin or other NSAIDS

- Active peptic ulcer or gastrointestinal (GI) bleed

- Edema or fluid overload

- Hyperkalemia

- Pregnancy

- Breastfeeding

- Severe hepatic dysfunction (serum albumin < 25 g/L or Child-Pugh class C)

- Severe renal impairment (CrCl < 30 mL/minute)

- Use in children/ adolescents < 16 years

- Inflammatory bowel disease

- Persistent uncontrolled hypertension (>140/90 mm Hg)

Warning and Precautions

Cardiovascular effects

NSAIDs are associated with an increased risk of serious (and potentially fatal) adverse
cardiovascular thrombotic events, including MI and stroke.

Risk may be increased with long-term use or pre-existing cardiac risk factors (eg. hypertension,
hyperlipidemia, diabetes, and smoking.

Carefully evaluate individual cardiovascular profiles prior to prescribing and periodically
reevaluate the need for symptomatic relief and response to therapy.

New-onset or worsening hypertension may occur; maintain blood pressure <140 /90 mm Hg
prior to initiation and monitor carefully throughout therapy.

New onset or worsening edema and heart failure may occur; use caution with preexisting
edema (any cause), left ventricular dysfunction, or NYHA class 1 heart failure; use is
contraindicated with NYHA class II-IV heart failure.

Discontinue use if worsening heart failure, edema, or uncontrolled/severe hypertension occurs.

Use the lowest effective dose for the shortest duration of time, consistent with individual patient
goals, to reduce risk of cardiovascular events; consider alternate therapies for high- risk
patients.

Gastrointestinal effects
Serious (some fatal) upper GI complications including perforations, ulcers, and bleeding have
occurred.

Use caution with a history of GI disease (bleeding or ulcers), concurrent therapy with aspirin
or other NSAIDs, anticoagulants and/or corticosteroids, smoking, alcohol, and the elderly or
debilitated patients.
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Use the lowest effective dose for the shortest duration of time, consistent with individual patient
goals, to reduce risk of GI adverse events; consider alternate therapies for high-risk patients.

When used concomitantly with aspirin (even at low doses), gastroprotective therapy (eg. proton
pump inhibitors, misoprostol) is recommended.

Hematologic effects

Anemia may occur; monitor hemoglobin or hematocrit in patients on long-term treatment.
Etoricoxib does not usually affect PT, PTT or platelet counts; does not inhibit platelet
aggregation at approved doses.

Hepatic function impairment

Elevations in transaminases (> 3 times the upper limit of normal) may occur; monitor hepatic
function closely in patients with previous abnormal hepatic function tests or signs/symptoms
of hepatic dysfunction.

Severe hepatic reactions (eg. hepatitis, jaundice, liver failure) have rarely occurred with use;
discontinue if signs or symptoms of hepatic disease develop, if systemic manifestations occur,
or with persistent or worsening abnormal hepatic function tests.

Use with caution in mild to moderate hepatic impairment; dosage adjustment recommended.
Electrolyte effects

NSAID use may increase the risk of hyperkalemia, particularly in diabetics and with
concomitant use of other agents capable of inducing hyperkalemia. Monitor potassium closely.

Dermatologic effects

Serious hypersensitivity reactions, including anaphylaxis, angioedema, Stevens Johnson
syndrome (SJS) and toxic epidermal necrolysis (TEN) have been rarely reported with
etoricoxib; discontinue use at first appearance of skin rash, mucosal lesions or any other sign
of hypersensitivity.

Impaired renal function

May mask the signs and symptoms of infection resulting in delayed diagnosis. NSAID use may
compromise existing renal function through a dose-dependent decrease in prostaglandin
synthesis, resulting in a reduction in renal blood flow which may cause renal decompensation
(usually reversible).

Patients with impaired renal function, dehydration, hypovolemia, heart failure, liver
dysfunction; those taking diuretics, ACE inhibitors, angiotensin II receptor blockers and the
elderly are at greater risk for renal toxicity.

Use caution with mild to moderate renal impairment. Patients should be adequately hydrated
prior to initiation of therapy. Monitor renal function closely; discontinue use with persistent or
worsening renal function.

Long-term NSAID use may result in renal papillary necrosis.

Others
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NSAIDs may increase the risk of aseptic meningitis (rare), especially in patients with systemic
lupus erythematosus (SLE) and mixed connective tissue disorders.

Use with caution in patients with diabetes mellitus.

Long-term use of NSAIDs has been reported to cause temporary infertility in women; use with
caution.

Interactions with Other Medicaments

Avoid Concomitant Use

Avoid concomitant use of Etoricoxib with any of the following: Acemetacin, Aminolevulinic
Acid (Systemic); Dexibuprofen; Dexketoprofen; Floctafenine; Ketorolac (Nasal); Ketorolac
(Systemic); Macimorelin; Mifamurtide; Morniflumate; Nonsteroidal Anti-Inflammatory
Agents; Nonsteroidal Anti-inflammatory Agents (COX-2 Selective); Omacetaxine;
Pelubiprofen; Phenylbutazone; Talniflumate; Tenoxicam; Zaltoprofen

Increased Effect /Toxicity

Etoricoxib may increase the levels/effects of: 5-Amino-salicylic Acid Derivatives; Aliskiren;
Aminoglycosides; Aminolevulinic Acid (Systemic); Aminolevulinic Acid (Topical);
Anticoagulants; Bisphosphonate Derivatives; Cyclosporine (Systemic); Deferasirox;
Desmopressin; Dexibuprofen; Digoxin; Drospirenone; Eplerenone; Estrogen Derivatives;
Haloperidol; Lithium; Methotrexate; Nonsteroidal Anti-Inflammatory Agents (COX-2
Selective); Omacetaxine; Porfimer; Potassium-Sparing Diuretics; PRALAtrexate
Quinolones; Tacrolimus (Systemic); Tenofovir Products; Tolperisone; Triflusal; Vancomycin;
Verteporfin; Vitamin K Antagonists.

The levels/effects of Etoricoxib may be increased by: Acemetacin; Alcohol (Ethyl);
Angiotensin II Receptor Blockers; Angiotensin-Converting Enzyme Inhibitors; Aspirin;
Corticosteroids (Systemic); Cyclosporine (Systemic); Dexketoprofen; Felbinac; Floctafenine;
Herbs (Anticoagulant/Antiplatelet Properties); Ketorolac (Nasal); Ketorolac (Systemic); Loop
Diuretics; Morniflumate; Naftazone; Nonsteroidal Anti-Inflammatory Agents; Pelubiprofen;
Phenylbutazone; Probenecid; Selective Serotonin Reuptake Inhibitors; Sodium Phosphates;
Talniflumate; Tenoxicam; Thiazide and Thiazide Like Diuretics; Tolperisone; Tricyclic
Antidepressants (Tertiary Amine); Triflusal; Zaltoprofen.

Decreased Effect

Etoricoxib may decrease the levels/effects of: Aliskiren; Angiotensin II Receptor Blockers;
Angiotensin-Converting Enzyme Inhibitor; Beta-Blockers; Eplerenone; Hydralazine; Loop
Diuretics; Macimorelin, Mifamurtide; Potassium-Sparing Diuretics; Prostaglandins
(Ophthalmic); Selective Serotonin Reuptake Inhibitors; Thiazide and Thiazide-Like Diuretics.

The levels/effects of Etoricoxib may be decreased by: Bile Acid Sequestrants; Bosentan;
CYP3A4 Inducers (Moderate); CYP3A4 Inducers (Strong); Dabrafenib; Deferasirox;
Enzalutamide; Mitotane; Pitolisant; Sarilumab; Siltuximab; St John’s Wort; Tocilizumab.

Pregnancy and Lactation

Pregnancy

Teratogenic in animal studied. Avoid during the third trimester (risk of closure of fetal ductus
arteriosus in utero and possibly persistent pulmonary hypertension of the newborn); onset of
labour may be delayed and duration may be increased.
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Use of etoricoxib is contraindicated in pregnancy. If it is found to be pregnant during drug
treatment, stop using the drug immediately.

Lactation
Use with caution during breast-feeding. Due to the present in milk in animal studies, breast-
feeding should avoid taking etoricoxib.

Undesirable Effects

1% to 10%:

Cardiovascular: Edema, hypertension, palpitations

Central nervous system: Dizziness, fatigue, headache

Dermatologic: Bruising

Gastrointestinal: Abdominal pain, diarrhea, dyspepsia, flatulence, heartburn, nausea
Hepatic: ALT increased, AST increased

Neuromuscular & skeletal: Weakness

Miscellaneous: Alveolar osteitis, flu-like syndrome

<1%: Abnormal taste, anaphylactic/ anaphylactoid reactions, anemia, angina pectoris,
angioedema, anxiety, appetite increase/decrease, arrhythmia, atrial fibrillation, blurred vision,
bronchospasm, BUN increased, cerebrovascular accident, chest pain, confusion, congestive
heart failure, conjunctivitis, constipation, cough, CPK increased, depression, dyspnea, ECG
changes, epistaxis, esophagitis, erythema, facial edema, fixed drug eruption, flushing, gastritis,
gastroduodenal ulcer, gastroenteritis, gastroesophageal reflux, gastrointestinal bleeding,
gastrointestinal perforation, hallucinations, hepatic failure, hepatitis, hyperkalemia,
hypersensitivity reactions, hypertensive crisis, hypoesthesia, hyponatremia, insomnia,
interstitial nephritis, jaundice, leukopenia, MI, muscle pain, muscle spasm, nephrotic
syndrome, oral ulceration, pancreatitis, paresthesia, peptic ulcers, proteinuria, pruritus, rash,
renal insufficiency (including renal failure), serum creatinine increased, shock, somnolence,
Stevens-Johnson syndrome (SJS), tachycardia, taste abnormal, thrombocytopenia, tinnitus,
toxic epidermal necrolysis (TEN), transient ischemic attack, upper respiratory infection, uric
acid levels increased, urinary tract infection, urticarial, vasculitis, vertigo, vomiting, weight
gain, xerostomia

Overdose and Treatment

In clinical studies, administration of etoricoxib at single doses up to 500 mg and multiple doses
up to 150 mg/day for 21 days did not result in significant toxicity. There have been reports of
acute overdosage with etoricoxib, although adverse experiences were not reported in the
majority of cases. The most frequently observed adverse experiences were consistent with the
safety profile for etoricoxib (e.g. gastrointestinal events, renovascular events).

In the event of overdose, it is reasonable to employ the usual supportive measures, e.g., remove
unabsorbed material from the gastrointestinal tract, employ clinical monitoring, and institute

supportive therapy, if required.

Etoricoxib is not dialysable by haemodialysis; it is not known whether etoricoxib is dialysable
by peritoneal dialysis.

Storage Condition
Store below 30 °C.
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Dosage Forms and Packaging Available
7 or 10 film-coated tablets packed in Aluminium-OPA/Alu/PVC blister and 1, 2, 3, 4, 5, 10,
or 14 blisters packed in one box.

Name and Address of Manufacturer
RONTIS HELLAS MEDICAL AND PHARMACEUTICAL PRODUCT S.A.
P.O. BOX 3012 Larisa Industrial Area, Larisa, 41004, HELLENIC REPUBLIC

Name and Address of Importer
Intega (Thailand) Co., Ltd.
Bangkok, Thailand

Date of Revision of Package Insert
December 2022
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