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Rx Prescription Drug.

1x iG Capsules

Pilodon-10
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Celecoxib Capsule 100mg

OBatlion

Composition:

Each hard g&atln capsule contains
Celecoxib .. ... 100 mg
Excipients q5s.

PR - Thube kit don
PILCDON-100 vt nar
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00 mg
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Ei\nn Ty s it STALLION LABORATORIES PVT, LTD.
45 GIDC. Merala {Bavia), Dist - Amodatad
IGuw all, An D4

. — Y

Tem Phu

Dose : As directed by the Physician.
Indication, Contraindication, Precaution,
Side-effect and other information:
Please refer to the leaflst inside
Specification: In-housa

Rx Prescription Drug.

Pilodon-10

Celecoxib Capsule 100mg

N

Storage:

Store in a cool dry place, below 30°C
Protect from light

Keep medicines out of reach of children
Read carefully the leaflet befora use. |

1 x 10 Capsules

Pilodon-100

Qbuallion ‘

Manufactured by

OByl w&. :’

LABORATORIES PYT. LTD

L C1B, 305,234 & 5GIDC, Kerala (

Bavla), Dist: Ahmedabad, (Gujarat), India,

Mfg. Lic. No.: G/898

Reqg No. VN5

Baich No. | #ER

Mfg. Date = ddimmiyyyy |
Exp. Date = dd/mmiyyyy
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Ry — thudc nay chi ding theo don thudc

PILODON-100

PILODON-200
(Vién nang cing celecoxib 100 mg/200mg) WO

CAC DAU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC:

Dé xa tam tay tré em

Doc kj huedng dan sie dung trude khi ding

Thong bao ngay cho bac sy hodc dugc st nhitng tac dung khong mong muon gdp phai khi su dung
thuéc

THANH PHAN CONG THUC THUOC:

Pilodon-100

Mbi vién nang cumg c6 chira:

Thanh phan hoat chit: Celecoxib .. ..100 mg

Thanh phan ta duoc: lactose, crosscamlellosc natrl pov1d0n (PVP K-30), magnesi stearat, talc
tinh ché.

V6 nang: nang cimg gelatin c& s6 “2°, than va nip mau vang nga.

Pilodon-200

Moi vién nang ctmg cé chira:

Thanh phan hoat chat: CelecoXib .........cocvreereeeerreenn....200 mg

Thanh ph(fn ta duwoc: lactose, crosscarmellose natri, povidon (PVP K-30), magnesi stearat, talc
tinh ché.

V6 nang: nang cung gelatin ¢& s§ ‘2°, thAn mau vang va nip mau tring nga. o

DANG BAO CHE:

Pilodon-100

Vién nang cimg ¢& s6 “27, than va ndp mau vang nga, bén trong chira bt thude mau tring. e
Pilodon-200 ¢
Vién nang cimg c& s6 “27, than mau vang va nip mau tring nga, bén trong chira bot thuéc mau . v,

s =y
ing. i
CHI PINH: Y
Diéu tri triéu chimg ctia bénh thoai hoa khop
Bleu tri tri¢u chimg cac bénh viém khop dang thap thiéu nién va viém cot song dinh khap.
Diéu tri ngan han cac con dau cép tinh tir nhe dén vira.
Diéu tri théng kinh nguyén phat.

CACH DUNG, LIEU DUNG:

Vi cac nguy co tim mach cua celecoxib ¢6 thé tang theo liéu va thoi gian phcn nhiém, nén sir
dung thoi gian ngén nhat va lleu dung hang ngay thip nhit c6 hiéu qua. Nhu cau diéu tri triéu
ching va dép ung v diéu tri cin dugc danh gia lai theo dinh ky, dic biét & bénh nhan viém
Xuong khop

« Diéu tri triéu chirng ciia bénh thoai héa kh(rp

Liéu hang ngay dugc khuyén dung la 200 mg udng mét lan mdi ngay hogc chia thanh hai lan. O
mdt s6 bénh nhan, néu triéu chimg khong dugc giam nhe, tang lidu 1én 200 mg hai 1an mdi ngay
¢6 thé 1am ting hidu qua. Néu khong c6 sur gia tang loi ich diéu tri sau hai tuan, céc lua chon diéu
tri khac nén dugc xem xét.

- Diéu tri triéu chirng cac bénh viém khép dang thap thiéu nién va viém cot song dinh khép.

Diéu tri triéu chimg cia bénh viém khop dang rhap

Liéu khoi dau ban dau 1a 200 mg udng theo hai lan chia lidu. Néu cén, c6 thé tang liéu 1én 200
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mg moi ngay hai 14n. Néu khong c6 su gia tang 1¢i ich diéu tri sau hai tuan, cac lua chon didu tri
khac nén dugce xem x€t.

Diéu tri triéu chirng ciia bénh viém cit song dinh khop:

Liéu hing ngay duoc khuyén ding 1a 200 mg udng mot 14n mdi ngay hogc chia thanh hai lan. 0
mot s6 it bénh nhén, néu tri¢u chimg khong dugc giam nhe, tang lidu 1én 400 mg mot 1An mbi
ngay hodc chia thanh hai 1an lidu c6 thé lam ting hidu qua. Néu khong c6 sur gia ting loi ich diéu
tri sau hai tuan, c4c lua chon diéu tri khac nén dugce xem Xe€t.

Llcu tdi da dugc dé ngh1 hang ngay la 400 mg cho tat ca céc chi dinh.

« Diéu tri con dau cap tinh:

Liéu khuyen nghi khoi dau cta celecoxib la 400 mg, ding tiép theo liu 200 mg néu can trong
ngay déu tién. Trong c4c ngay tiép theo, liéu khuyén nghi 14 200 mg 2 1An mdi ngay khi can.

* Piéu tri thong kinh nguyén phat:

Liéu khuyen nghi khoi d4u cta celecoxib 1a 400 mg, tlep theo véi liéu bd sung 200 mg trong
ngay dAu tién néu can. Trong céc ngay tiép theo, lidu khuyén nghi 1a 200 mg 2 lan mdi ngay khi
can.

Cic doi tu’o’ng dac biét:

Nguoi cao tudi (trén 65 tuoi): Nhin chung khong phai didu chinh lidu. Tuy nhién, voéi cac bénh
nhén cao tudi c¢6 can nang dudi 50kg, nén bt dau diéu tri voi liéu khuyén nghi thép nhét.

Nhitng nguoi chuyén héa kém qua CYP2CY:

Nhitng bénh nhan da biét hodc nghi ngo chuyen héa kém qua CYP2C9 dua trén tién si/kinh
nghiém véi cac co chét ctia CYP2C9 khac can than trong khi dung celecoxib. Bit déu diéu tri véi
lidu bang ¥ liéu khuyén nghi thp nhét.

Suy gan

Nén bat dau diéu tri bang mdt ntra lidu khuyén cdo & nhimg bénh nhan suy gan vira da dugc xéac
dinh v&i albumin huyét thanh 25-35 g/l. Kinh nghiém trén nhimg bénh nhan nay chi gioi han &
bénh nhéan xo gan. Khong dung celecoxib cho b¢nh nhén suy gan nang.

Suy thdn

Kinh nghiém diéu tri bang celecoxib & nhimg bénh nhén suy than nhe hogc trung binh rat han
ché, do d6 nhitng bénh nhan nay nén dugc diéu tri cAn than. Chong chi dinh dung celecoxib cho
bénh nhén suy than ndng.

Cich dung: __,/ /[( / ( '

Thubc dung duong uong Dung cung hoac khong cung vdi thire an.

Véi bénh nhan khé nudt vién ‘nang, co thé cho luong thude trong vién vao sinh td tdo, chdo, sira
chua hozc chudi nghlen nat dé udng cung. Khi do, phai cho toan b luong thude vao khoang mot
thia nho nudc sinh to tdo, chéo, sita chua hodc chubi nghién nat & nhiét do phong va phai ubng
ngay v&i 240 ml nude. Luong thube dd tron voi nude sinh 6 téo, chdo hodc sita chua 6n dinh
trong khoang 6 gio khi bao quan trong tu lanh (2°C -8°C). Khong duge bao quan trong tu lanh
luong thude da tron véi chudi nghién nat ma phai uéng ngay.

CHONG CHI PINH:

Qué man véi celecoxib hodc bét cr thanh phan ndo cla thudc, aspirin hoic bét ctr NSAID nio
khac;

Qua méan véi sulfonamid.

Viém loét da day rudt tién trién, _chay mau da day rudt.

Xuat huyét hoc loét tiéu hoa tién trién.

Tién sir ¢6 cac phan (mg kiéu di mg sau khi dung aspirin hodc cac NSAID khac.

Phu nit ¢ thai hogic con kha ning mang thai ma chua sir dung bién phap tranh thai hiru hiéu; phu
nir cho con bu.

Suy gan nang (albumin huyét thanh < 25g/1 hogc diém Child-Pugh >10).

Suy thén ndng (d9 thanh thai creatinin < 30ml/min).

Céc bénh ly viém rudt, suy tim sung huyét NYHA II- -[V), cac bénh 1y nhéi mau co tim, bénh ly
d6ng mach vanh ngoai vi va/hodc mach méu néo da biét.
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CANH BAO VA THAN TRONG KHI DUNG THUOC:

Nguy co h uyet khoi tim mach:

Cac thubc chéng viém khoncr steroid (NSAIDs), khong phai aspirin, dung dudng toan than, co
thé 1am tang nguy co xuét hién bién c¢b huyét khi tim mach, bao gdm ca nhdi méu co tim va
dot quy, co thé dan dén tir vong. Nguy co nay ¢ thé xudt hién sém trong vai tudn dau dung
thude va co thé tang Ién theo thoi gian dung thube. Nguy co huyét khéi tim mach duoc ghi
nhén chu yéu & liéu cao.

Béc si can danh gia dinh ky su xuét hién cia cac bién co tim mach, ngay ca khi bénh nhan
khéng c6 céc triéu ching tim mach truge do. Bénh nhén can dugc canh bao vé céc triéu ching
ctia bién ¢ tim mach nghiém trong va can thim kham béc si ngay khi xut hién cac triéu chimg
nay.

bé giam thiéu nguy co xut hién blen ¢b bét 1oi, can sir dung celecoxib & liéu hang ngay thap
nhét ¢ hiéu qua trong thdi gian ngdn nhét 6 thé.

Tdc djng trén dwong tiéu hoa:

Céc bién chimg dudng tiéu héa trén va dudi (thung, loét hodc chdy méau (PUBs)), mét s6 két
qua gy tir vong, dd xay ra & bénh nhan diéu tri bang celecoxib. Can than trong khi diéu tri cho
nhirmg bénh nhén c¢6 nguy co bi bién ching dudng tiéu héa véi cic NSAIDs, ngudi cao tudi,
bénh nhén sir dung NSAID hoic acid acetylsalicylic khac dong thoi, glucocorticoid, bénh nhan
str dung ruou hodc bénh nhan cé tién sir bénh dudng tiéu héa nhu loét va tiéu chay.

Réi loan tiéu héa ciing c6 thé xay ra khi ding celecoxib ciing véi acid acetylsalicylic (ngay ca
khi dung lidu thip).

Su khac biét c6 y nghia gitra su an toan trén dudng tiéu héa giira thude tre ché chon loc COX2
+ axit acetylsalicylic so véi NSAIDs + acid acetylsalicylic da khong duge chimg minh trong
cac thir nghiém 1am sang dai han.

St dung dong thoi véi NSAID

Cén tranh sir dung celecoxib cung v&i NSAID khong ké aspirin.

Tdc dong trén tim mach

Su gia tang s6 luong céc bién ¢ tim mach nghiém trong, chu yéu 12 nhdi mau co tim, da dugc
tim thiy trong mot nghién ciru dai han duogc kiém soat & nhimg nguoi ¢ polyp tuyén 1& té duoc
diéu tri v&i celecoxib véi liéu 200 mg 2 lanfngay va 400 mg 2 14n/ngay so voi gia dugc.

Vi cac nguy co tim mach cua celecoxib c6 thé tang theo liéu va thoi gian tiép xic Vi thude,
nén sir dung thoi gian ngén nhét va Ileu ding hang ngay thip nhit c6 hiéu qua. Nhu ciu diéu trj
triéu chimg va dap mg véi diéu tri cin dugc danh gia lai theo dinh ky, ddc biét & bénh nhan (/{[

&L

i

viém xwong khop. . /

Bénh nhén ¢6 cac yéu td nguy co dang ké dbi voi cic bién cb tim mach (vi du nhu tang huyet
ap, tang lipid mau, dai thdao dudng, hut thubc) chi nén duge diéu tri véi celecoxib sau khi xem
xeét k¥ ludng.

Céac chit e ché chon loc COX2 khong phai 1a chit thay thé cho acid acetylsalicylic dé& du
phong céc bénh huyét khéi mach mau do thiéu hut cac thude chéng tiéu ciu. Do d6, khéng nén
ngung dung thudc chéng tiéu cau.

Giir nudc va pku né

Gidng nhu cac thudc khic duogc biét 1a e ché téng hop prostaglandin, giit nude va phu né da
duoc quan sat thiy & bénh nhén dung celecoxib. Do do, celecoxib nén dugc sir dung can thén &
nhitng bénh nhén c6 tién sir suy tim, r6i loan chirc ning tam that trai hodc ting huyet ap, va ¢
bénh nhan c6 phu trude tir bat ky 1y do nao khac, vi su tc ché prostaglandin c6 thé 1am suy
giam chuc nang than va giir nude. Can than trong & nhitng bénh nhén diéu tri bang thube loi
tiéu hodc ¢ nguy co bi giam thé tich mau.

Ting huyer ap

Nhu voi tat ca cac NSAID khac, celecoxib co thé din dén su khoi phat cia bénh tang huyet ap
m&i hodc trdm trong hon bénh tang huyet ap cb tir trude. Mot trong hai yéu té nay cé thé gop
phan lam tang ty 1€ méc cac bién cb tim mach. Do do, huyét ap nén dugc theo doi chét cheé
trong khi bt ddu didu tri véi celecoxib va trong subt qua trinh diéu tri.
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Tdc dung trén gan va thdn

Tén thuong chirc nang than hodc gan, va dac biét 1a ri loan chire néng tim thuong c6 xu hudng
& nguoi cao tu01 va do d6 can duy tri su giam sét thich hop vé mit y té.

NSAID, bao gdm celecoxib, c6 thé gay doc than. Céc thir nghiém 1dm sang v6i celecoxib da
cho thdy nhimng anh huong vé than tuong tu nhu nhimg két qua dugc so sanh véi cidc NSAID
khac. Cac bénh nhén c6 nguy co cao nhit vé doc tinh & than 1a nhing ngucn c6 chire nang thén
suy yéu, suy tim, rbi loan chirc nang gan, nhimg nguoi dung thudc loi tiéu, cac thudc trc ché
enzym chuyén ACE, cac thuoc d6i khang thu thé angiotensin II, va nguoi cao tudi. Nhitng bénh
nhén nay nén duoc theo doi can than trong khi dang diéu tri véi celecoxib.

Mot s6 truong hop c6 phan ung gan néang, bao gém viém gan bao phat (mot s6 giy tir vong),
hoai tir gan, va suy gan (mdt so gy tir vong hodc can ghép gan) da duoc bao cao voi celecoxib.
Trong so nhing truong hop béo céo thoi gian khoi phat, hau hét cac bién ¢ gan nghiém trong
da xay ra trong vong mot thang sau khi bét diu diéu tri celecoxib.

Néu trong qua trinh diéu tri, bénh nhan suy giam chitc ning gan hoic thén, can phai thuc hién
cac bién phap thich hop va nén ngung diéu tri

Uc ché CYP2D6

Celecoxib trc ché CYP2D6. Mic du khong phai 1a chit e ché manh ciia enzym nay, nhung can
phai giam liéu ddi véi cac thude duge chuyén héa boi CYP2D6.

Nhitng nguoi chuyen hoa kém qua CYP2C9

Bénh nhan dugc biét dén 1a ngudi chuyén héa kém qua co chit CYP2C9 nén duoc diéu tri cin
than.

Phén ting qud mén va phan trng qua min véi da

Phén tmg da nghiém trong, mdt so trong dé gay tir vong, bao gdm viém da tréc da, hdi chimg
Stevens Johnson va hoai tir thuong bi nhiém doc, di duoc bao céo rit hiém giap khi ding
celecoxib. Bénh nhén dudng nhu ¢b nguy co cao nhét déi v6i nhitng phan tmg nay trong thoi
gian diéu tri sém: su khoi phat cua phan ng nay phan 16n xay ra trong thang dau diéu tri. ba
c6 bdo cdo cac phan ing qua man nghiém trong (bao gém chimg qua man, phu mach va n6i ban
vdi tinh trang tang bach cau 4i toan va céc tri¢u chimg toan than (DRESS) hodc hoi chimg qua
man) & bénh nhéan ding celecoxib. Bénh nhan c¢6 tién sir di img sulphonannd hoic di tmg thude
c6 thé c6 nguy co phan img da nghiém trong hodc phan (g qua min. Nén ngung celecoxib
ngay khi bt diu xuit hién phat ban da, tén thuong niém mac, hoic bit ky diu hidu nao khéc
ctia chimg qua man. =
Cinh bdo chung ’ ! LU
Celecoxib co thé che cac dau hi¢u cua sot va viém khac. F
Sir dung vdi thuéc cho.rrg dong d‘;ro’ng uong

O bénh nhén diéu tri ddng thoi véi warfarin, cac bién ¢b xuit huyét nghiém trong, mot sb trong
dé gay tir vong, da dugce bao céo.

Téng thoi gian prothrombin (INR) khi diéu tri ddng thoi celecoxib véi cac thude nay da duoc
béo cdo. Vi vdy, can theo doi chat ché ¢ nhimg bénh nhan dung thudc chéng dong dudng ubng
warfarin/coumarin, dic biét khi bit dau diéu tri hodc thay ddi liéu celecoxib. Viéc sir dung
ddng thoi thudce chdng déng véi cac NSAID c6 thé lam tang nguy co chay mau. Can thin trong
khi két hop celecoxib véi warfarin hodc cac thude chéng dong méau khéc, bao gdm thudc chong
déng mau méi (vi du nhu apixaban, dabigatran va rivaroxaban).

Lactose

Thubc ¢6 chira ta duge lactose. Nhitng bénh nhén ¢6 van dé di truyén hiém gap khong dung nap
galactose, thiéu hut men Lapp lactase hodc kém hép thu glucose-galactose khong nén ding
thude nay.

Cdc phan irng kiéu phén vé

Ciing nhu céc thubc NSAID néi chung, phan tmg phan vé cé thé xay ra & bénh nhén chua timg
dung celecoxib truge do. Da ¢ bao céo truomg hop hiém _gdp bénh nhén sbc phan vé va phu
mach khi dung thubc. Khong dung thubc cho bénh nhin mic tam chimg aspirin. Hoi chimg nay
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xay ra dién hinh & bénh nhan hen, ¢6 tién sir viém miii, c6 hodc khdng c6 polyp, hodc bénh nhan
co thiit phé quan ning, c6 thé din dén tir vong sau khi dung aspirin hodc thudec NSAID khéc.

Anh huéng trén mdau

Déi khi xay ra tinh trang thiéu méau khi dung celecoxib. Trong nhimg thir nghiém 1m sang c6 doi
chung, thiéu mau xay ra ¢ 0,6% bénh nhan dung celecoxib va 0,4% bénh nhan dung gia dugec.
Bénh nhan dléu tri bang celecoxib kéo dai can duogc xét ‘nghiém méu néu c6 bt ky déu hiéu hoic
triéu ching thiéu mau nao. Thudc khong anh hudong dén cong thirc méu, thoi gian prothrombin
(PT), hodc thoi gian thromboplastin timg phan (PTT), va khong trc ché két tap tiéu cau & liéu
khuyén cdo.

Hen sin co

Bénh nhén hen c6 thé mic chimg hen nhay cam véi aspirin. Viée sir dung aspirin & déi tuong nay
lién quan dén co thit phé quan ning, c6 thé din dén tir vong. Do c6 phan tmg chéo, bao gom co
that phé quan giira aspirin va cac thudc chéng viém khong steroid khac, khong dung celecoxib
cho bénh nhan nhay cam véi aspirin va dung thén trong véi bénh nhan hen sén co.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU:
Phu nit co thai:

Céc nghién ctru trén dong vat (chudt va tho) da cho thdy doc tinh sinh san, bao gdm di tat. Uc ché
tong hop prostaglandin c6 thé anh huong x4u dén thai ky. Dit liéu tir cac nghién ctru dich té hoc
cho thdy nguy co sdy thai tu nhién tang 1€n sau khi sir dung chit trc ché tong hop prostaglandin
vao giai doan dau cua thai ky. Tiém ning nguy co trén nguoi trong thai ky khong duoc biét,
nhung khong thé loai trir duge. Celecoxib, ciing giéng nhur cac thuoc khac tc ché tdng hop
prostaglandin, c6 thé gay tir cung khéng hoat dong va dong sém ng dong mach trong tam ca
nguyét cudi cung. Celecoxib duoc chdng chi dinh cho phu nir mang thai. Néu mot phu nir mang
thai trong thoi gian dleu tri, nén ngimng dung celecoxib. Khong dung celecoxib trong 3 thang cudi
thai ky do anh hudng xdu dén hé tim mach cua thai.

Phu nir cho con bu:

Celecoxib dugc bai tiét trong sita ciia chudt cho con bu véi ndng do tuong tu nhu trong huyét
trong. Viéc ding celecoxib trén mét sb lugng ¢6 han phu nit dang cho con bu di cho thiy
celecoxib bai tiét rat it vao sita me. Phu nit dung celecoxib khéng nén cho con b sira me.

Kha nang sinh san:

Dua trén co ché tac dong, viéc str dung NSAIDs, bao gém ca celecoxib, co thé tri hoan hoic ngan
ngira v nang trimg, c6 lién quan dén kha ning vo sinh khong hdi phuc & mét sé phu nir.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Khong thay c6 bao cdo. Thude co6 thé gay hoa mat, nhie dau vi vay nén than trong néu dung
thudc khi dang lai xe hodc van hanh may méc.

TUONG TAC, TUONG KY CUA THUOC:

Twong tac dwoe lue hoc

Thubc chong déng mdu

T4c dung chéng déng nén duoc theo dbi dic biét trong vai ngay diu sau khi bat diu hoic thay déi
liéu celecoxib & nhimg bénh nhan dung warfarin hodc thuc chdng dong khéc vi cdc bénh nhan
nay c6 nguy co bi bién chimg chay méau cao. Do d6, bénh nhan ding thudc chéng dong dudng
uong can dugce theo doi chat ché thoi gian prothrombin INR, dédc biét trong vai ngay dau khi bat
dau ding celecoxib hodc thay ddi liéu celecoxib. Sur xuét huyét lién quan dén gia ting thoi gian
prothrombin dd dugc bao céo, chii yéu & ngudi cao tudi, & bénh nhén ding celecoxib ddng thoi
v6i warfarin, mot s6 trong d6 gdy tir vong.

Thudc ha huyét dp

Céac NSAID c6 thé 1am giam tic dung ciia cac thude chdng ting huyét ap bao gdm céc thude e
ché enzym chuyén ACE, cac thubc ddi khang thu thé angiotensin II, thudc loi tiéu va chen beta.
Déi véi cac NSAID, nguy co suy than cip tinh, thuong c6 thé dao ngugce, o thé ting & mot sb
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bénh nhén bi suy giam chirc nang than (vi du: bénh nhan mat nudc, bénh nhan dung thube loi
tiéu, hodc bénh nhan cao tu01) khi dung cac thubc e ché ACE, thuoc d6i khang thu thé
angiotensin II, va / hodc thude loi niéu dong thoi voi NSAIDs, bao gdm celecoxib. Vi vdy, nén
phdi hop mét cach than trong, dac biét & nguoi cao tudi. Bénh nhin phai dugc bd sung nude diy
da va can phai xem xét dén viéc theo ddi chirc ning than sau khi bét diu diéu tri, va dinh ky sau
do.

Trong mot nghién ctru 14m sang kéo dai 28 ngay & nhimng bénh nhén c6 ting huyét ap giai doan I
va II da kiém soat bai lisinopril, viéc ding celecoxib 200 mg hai 1An/ngay khong lam tang dang
ké hiéu qua trén lam sang khi so sanh véi diéu tri bang gia dugc, trong do6 huyét 4p tam thu hay
huyét 4 ap tdm truong moi ngay duoc xac dinh bang céch sir dung thiét bi giam sat huyét ap 24 gio.
Trong s6 nhimg bénh nhan duoc didu tri bing celecoxib 200 mg hai lam'ngay, 48% dugc coi la
khong dap tmg vdi lisinopril khi kham bénh cudi cling (duge dinh nghia 1a huyét 4p tAm truong>
90mmHg hodc huyét 4p tdm truong ting> 10% so véi duong co s&), so véi 27% bénh nhan diéu
tri bang gia duoc, su khac biét nay c6 y nghia théng ké.

Ciclosporin va tacrolimus

Viéc dung NSAID va ciclosporin hodc tacrolimus dong thoi c6 thé 1am tang tic dung doc trén
than cua ciclosporin hogc tacrolimus. Nén theo doi chuc nang than khi ding celecoxib va bét ky
thudc nao trong s6 nhimg thubc nay.

Axit acetylsalicylic

Celecoxib ¢6 thé duoc sir dung véi axit acetylsalicylic liéu thip nhung khéong phai 1a chét thay
thé cho axit acetylsalicylic dé du phong tim mach. Trong céc nghién ctru duge trinh, nhu véi cac
NSAID khac, nguy co bi loét da day rudt hodc cac bién ching da day rudt khéac so vai viée su
dung celecoxib don thuan d4 duge chi ra cho viéc ding ddng thoi acid acetylsalicylic liéu thap.
Twong tac duwoc dong hoc

Téc dung ciia celecoxib doi vdi cic thuéc khdc

Uc ché CYP2D6

Celecoxib 1a chat wc ché CYP2D6. Nf)ng d6 thube trong huyét tuong cia cic thudc 1a chit nén
clia enzym nay c6 thé tang 1n khi ding ddng thoi voi celecoxib. Vi du cac thude chuyén hoa boi
CYP2D6 1a thudc chong trAm cam (ba vong va cac thudc tre ché chon loc serotonin- -SSRI), thudc
giam dau, thudc chong loan nhip, can phai giam lidu cac thudc nay khi bat dau didu tri bang
celecoxib hodc ting lidu céc thude nay khi két thic dleu tri bang celecoxib.

Sur dung ddng thoi véi celecoxib 200 mg hai 1dn mdi ngdy lam tang gip 2.6 lan va ting gép 1,5
14n ndng d6 dextromethorphan va metoprolol trong co thé (2 thube nay 1a chit nén ciia CYP2D6).
Nhiing su gia ting nay la do celecoxib trc ché sy trao ddi chat cia cac thuéc chuyén héa qua / /K
enzym CYP2D6.

Uc ché CYP2C19 /
Céc nghién ctru in vitro di cho thdy celecoxib c¢6 kha ning trc ché xuc tac chuyen héa qua
CYP2C19. Y nghia 1dm sang cta nghién ciru nay 1a khéng rd. Vi du vé céc thude duge chuyén
héa bai CYP2C19 la diazepam, citalopram va imipramin.

Methotrexat

O bénh nhén viém khop dang thdp celecoxib khéng c6 y nghia théng ké vé tac dong trén dugc
dong hoc cua thudc methotrexat (d9 thanh thai huyét twong hodc thén). Tuy nhién, can phai xem
xét day du vé doc tinh lién quan dén methotrexat khi két hop hai loai thudc nay véi nhau.

Lithi

O nhimg ngudi khoe manh, ding celecoxib 200 mg hai 14n mdt 14n m&i ngay véi lithi 450 mg x 2
lin mdi ngay lam ting 16% Cmax trung binh va 18% AUC cua lithi. Nén gidm sat chit ché
nhimg bénh nhan dang diéu tri lithi khi cho dung hodc ngimg dung celecoxib.

Thubc tranh thai dwong uong

Trong mdt nghién ctu tuong tac, celecoxib khong c6 anh huéng lam sang lién quan dén dugc
dong hoc cua thude ngira thai dudong udng (1 mg norethisteron / 35 microgram ethinylestradiol).
Glibenclamid / tolbutamid

Celecoxib khéng anh huéng dén duge dong hoc cia tolbutamid (co chét caa CYP2C9 ), hoic
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glibenclamid t&i mirc lién quan dén 1am sang

Anh hudng cua cdc thuéc khdc 1én celecoxib

Cdc chat chuyén héa kém qua CYP2C9

O nhitng ngudi chuyen hoa CYP2C9 kém va da duoc biét tang phoi nhiém voi celecoxib, diéu tri
dong thoi véi cde chit tre ché CYP2C9 nhu fluconazol cé thé 1am ting tiép xic véi celecoxib.
CAn tranh nhung phdi hop nhur vy trong nhitng ngudi chuyén héa kém CYP2C9.

Cde chat irc ché va cam img CYP2C9

Vi celecoxib duge chuyén hoa chi yéu bang CYP2C9, nén ding mot nira liéu khuyén céo & bénh
nhan dung fluconazol. Sur dung ddng thdi ca hai lidu celecoxib 200 mg/1 lan va 200 mg
fluconazol 1 14n / ngay - mot chit trc ché CYP2C9 tiém nang, lam tang trung binh 60% Cmax va
130% AUC cua celecoxib. Str dung dong thoi cac thubc cam tmg CYP2C9 nhu rifampicin,
carbamazepin va barbiturat c6 thé 1am giam ndng dd celecoxib trong huyét tuong.

Ketoconazol va thudc khdng acid

Ketoconazol hodc thudc khang acid khéng duoc quan sat thdy c¢6 anh hudng dén duoc dong hoc
cua celecoxib.

Déi twong tré em

Céc nghién ctru tuong tac chi dugce thuc hién ¢ nguoi 16n.

Twong tiac voi NSAID khac

Aspirin: Celecoxib c6 thé duge ding véi liéu thap aspirin. Tuy nhi€n, viéc dung ddng thoi aspirin
v6i celecoxib 1am tang ty 18 viém loét t4 trang hodc bién chimg khac, so véi khi dung celecoxib
don ddc.

TAC DUNG KHONG MONG MUON CUA THUOC

Céc tac dung khong mong mudn trong bang 1 duoc sip xép theo hé théng co quan va tin suét,
cac dir ligu duge cung cap nhu bén dudi:

- Céc tic dung khong mong mudn duoc bio céo trén bénh nhin thodi hod khép va bénh viém
kh6p dang thdp véi ty 1& cao hon 0,01% va 16n hon so véi nhom dung gia duoc trong subt 12 thir
nghiém va/ hogc th nghiém lam sang co kiém soat trong 12 tudn dung celecoxib hang ngay véi
lidu 100 mg dén 800 mg. Trong céc nghién ciru bd sung, so sanh v&i nhom sir dung NSAID
khong chon loc, khoang 7400 bénh nhén viém khop da dugc diéu tri voi celecoxib & lidu hang
ngay 1én dén 800 mg, gdm khoang 2300 bénh nhéan dugc diéu tri trong 1 nim hodc lau hon. Cac

tac dung phu cua celecoxib trong nhimg nghién ciru bd sung nay pht hop véi nhitg nghién ctru z///[
vé thodi héa khop va viém khép dang thap duoc liét ké trong bang 1. e

- Céc phan (mg phu duoc bao cao vai ty 1€ cao hon gia dugce cho cac d6i twong diéu tri bang
celecoxib 400 mg mdi ngdy trong thir nghiém dai han dé du phong polyp trong khoing 3 nim
(trong cic thir nghiém: the Adenoma Prevention with Celecoxib (APC) and Prevention of
Colorectal Sporadic Adenomatous Polyps (PreSAP)

- Cac tac dung phu ctia thudc sau khi lwu hanh duge béo cio mot cach tu phat trong mét khoang
thoi gian wde tinh > 70 triéu bénh nhan duge diéu tri bing celecoxib (lidu, thoi gian diéu tri va

chi dinh khac nhau). Mac du ching duge xac dinh la cdc tac dung phu sau khi luu hanh thube,
nhung céc dir liéu thir nghiém dugce trao ddi dé ude luong tan sudt. Cac tan s6 dua trén mot phan
tich meta tur tong hop céac thir nghiém dai dién cho muc d6 phoi nhiém & 38102 bénh nhan.

Bang 1: Céc tac dung phu trong nghién ciru lam sang dung celecoxib va kinh nghiém luu hanh

Tén suit ciia cc tic dung phu
Phan loai theo | Rat pho Pho bién Khong phd | Hiém gap Rat hiém Khong
hé théng co | bién (=1/100to | bién (>1/10,000 to (<1/10,000) biét
quan (=1/10) <1/10) (=1/1,000 <1/1,000)
to <1/100)
Nhiém triing Viém
va ki sinh xoang,viém
trung dudng ho
hap trén,
Viém hong,
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viém duong
tiét niéu
R&i loan méau Thiéu mau | Giam tiéu cau, | Giam toan bd
va hé bach giam bach cau huyét chu
huyét
R&i loan hé Di g Séc phan vé, phan
mién dich irng phan vé
R6i loan Tang kali
chuyén héa va mau
dinh dudng
R6i loan tam Mat ngu Lo ling, Tinh trang 1an
thin cang thang, | 16n, 4o giac
mét moi
Roi loan hé Chéng mat, | Nhoi mau | Rdi loan tién Xuat huyét ndi so
than kinh ting truong nio’, di dinh, vi gidc (bao gém ca xuat
luc co, dau | cam, budn huyét noi so giy
dau* ngu tr vong), viém
mang nao vo
trung, dong kinh
(ndng hon 1a dong
kinh), mat vi giéc,
khiru giac.
R&i loan thi Han ché Chay mau mit | TAc dong mach,
giac tam nhin, tinh mach mit.
Viém két
mac
R&i loan tai va U tai, giam
tién dinh thinh luc
RO6i loan tim Suy tim tri, | Suy tim Loan nhip tim
mach sung huyét,
danh tréng
nguc
R6i loan mach | Tang huyét Viém phéi tic Viém mach A
mau ap (ké ca nghén, do bing ,/(
tang huyet mat L
ap tram ¢
trong hon)
Rbi loan hé Viém miii, | Hen phé Viém phoi
hap, 16ng ho, khé thé | quan
nguc va trung
tht
Roi loan tiéu Bu6n nén, | Téo bon, Xuét huyét tiéu
hoa dau bung, viém da hda, loét ta
tiéu chay, day, viém trang, loét da
kho tiéu, miéng, day, loét thuc
day hoi, viém da quan, rudt, loét
nén mira , day-rudt 16m dudng rudt;
khé nudt Viém, ning | thung rudt;
thém triéu Viém thuc
chimg viém | quan, dai tién
da day — phan den; viém
rudt, ¢ hot | tuy, viém dai
trang
Roi loan gan- Chire nang | Viém gan Suy gan (d6i khi
mat gan bat gy tir vong hoac
thuong, can ghép gan),

o
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tdng enzym viém gan virus ac
gan (bao tinh (co thé tir
gbm ting vong), hoai fir
SGOT va gan, r mat, viém
SGPT) gan r mat,vang da
R&i loan da va Phat ban, Mé day, Phu né, rung Viém da, bong da,
cac mo dudi ngira (bao hoai tir da toc, nhay cam ban do da dang,
da gom ngira véi anh sdng hoi chirg
toan than) Stevens-Johnson,
Hoi chimg TEN,
DRESS, AGEP di
img thudc, ting
bach cau ai toan,
viém da bong
nudec.
R&i loan co va DPau khop Co co Viém co
mo lién két (chudt rit
chén)
R6i loan than Tang Suy thén cép, Viém than man
va tiét niéu creatinin, giam natri huyét | tinh, hoi chimg
uré huyét than hu, viém tiéu
cau than, viém
mao mach thian
Réi loan hé Roi loan kinh Giam
sinh san va nguyét kha
tuyén vi nang
sinh san
& nir
gioi
R6i loan toan Mét moi Ning mit,
than gibng cum, | dau nguc
pht né / giir
nudc
Chén thuong, Chan v
ngd doc va thuong /({( o
céc bién i -L//
chimg

Trong dir liéu cudi cung (da duge danh gia) tir cac thir nghiém cua APC va PreSAP trén nhiing
bénh nhén diéu tri bang celecoxib 400 mg mdi ngay v6i t0i da 3 ndm (tong hop dir li€u tir ca hai
thir nghiérp), ty 1€ vuot qua so véi gia dugc Fho nhoi mau co tim la 7,6 cho 1000 bénh nhin
(khong pho bién) va khong co ty 1€ vuot qua doi voi dot quy, (cac loai khong phén biét) so véi gia
duoc.

Nguy co huyét khéi tim mach (xem thém phan Canh béo va thin trong)

QUA LIEU VA CACH XU TRi:

Nhimg triéu chimg sau qua lidu cdp ciia cac thuée NSAID thuong gioi han ¢ than tho, ngu ga,
budn nén, nén, va dau thuong vi, nhimg triéu ching nay thuong phuc héi khi ¢6 chiam séc hd trg.
C6 thé xay ra chay méu da day ruét. Tang huyét 4p, suy than cap, suy ho hap va hon mé c6 thé
xay ra nhung hiém. Céc phan tmg phéan vé da dugc bao cdo véi udng cac thuée NSAID, va c6 thé
xdy ra sau qua liéu. Nén cham séc cic bénh nhan bing diéu tri triéu chimg va cic bién phap hd
trg sau qua lidu thubc NSAID. Khong ¢6 thube giai doc dic hiéu. Khong cé sian thong tin lién
quan ti viée loai b celecoxib bang cach thdm tach méau, nhung dua trén mirc do lién két protein
huyét tuong cao (>97%) thi viée tham tach chic chin khéng c6 ich khi qu4 liéu. Gay nén va/hogc
dung than hoat (60 dén 100 g & nguoi 16m, 1 dén 2 g/kg ¢ tré em) va/hodc c6 thé chi dinh thudc
nhuédn trang thdm thdu trong nhitng bénh nhan ubng thudc trong vong 4 gitr ¢6 céc triéu chimg
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qua liéu hogc sau uong mdt liéu qua 16n. Dung thuée loi tiéu, kiém hoa nudc tiéu, thim phan méu
hodc truyén dich thdm phén c6 thé khong hiru ich do thude lién két protein cao.

PAC TiNH DUQC LUC HOC:

Nhém dwoe Iy: Thude chéng viém khéng steroid (NSAID) nhém coxib

Mi ATC: MO1AHOI.

Celecoxib mot chét e ché chon loc v&i men cyclooxygenase-2 (COX-2 isoform) va co tac dung
chéng viém.

Cyclooxygenase-2 xuc tic phan {mg ting tong hop prostaglandin. C6 hai dang ddng dang la
COX-1 va COX-2, trong d6 COX-2 la isoenzym xuc tac tong hop prostaglandin gy viém, dau va
sot. Céc chat tc ché chon loc COX-2 lam giam hinh thanh prostacyclin toan thdn ma khong anh
hudng téi thromboxan tiéu ciu.

Celecoxib trc ché COX-2 manh hon COX-1 375 lan.

DAC TINH DUQC PONG HQC:

Hap thu:

Celecoxib duoc hép thu tot va dat nong do dinh trong huyét tuong sau khoang 2-3 gio.

Dung thudc cing thirc an (giau chit béo) lam chiam sy hép thu cta celecoxib thé hién qua
Tmax dat duoc sau khoang 4 gid va lam sinh kha dung tang khoang 20%.

0 ngudi tinh nguyén khoe manh, luong hép thu toan than (AUC) ctia celecoxib tuong duong giira
dang uong nguyén vién nang hodc dang hoa tan trong nudc sét tao. Khong c6 su thay d01 coy
nghia vé Cmax, Tmax hodc T, sau khi ubng thubc nguyén vién hodc hoa tan vao nude st téo.
Phin bo

Ty 1é gin két voi protein. huyét twong la khoang 97% & ndng do diéu tri trong huyét tuong va
celecoxib khong uu tién gin voi hOng cu.

Chuyén héa:

Celecoxib dugc chuyén héa chii yéu qua cytocrom P450 2C9. Ba san pham chuyén hoa khong ¢6
tac dung trc ché COX-1 hodc COX-2 dugc nhan dién trong huyét thanh ngudi 1 alcol bac nhét,
acid carboxylic tuong tmg va lién hop glucuromd cua no.

Hoat tinh cua cytocrom P450 2C9 giam & ngudi c6 da hinh di truyén va diéu nay dan dén giam
hoat tinh enzym, vi du ngudi dong hop tir v6i da hinh CYP2C9*3.

Trong nghién ctru duge dong hoc véi celecoxib 200 mg dung 1 lan/ngay & nguoi tinh nguyén
khoe manh, kidu gen 1a CYP2C9*1/*1, CYP2C9*1/*3, hogc CYP2C9*3/*3, gié tri trung binh
Cmax va AUCO0-24cua celecoxib vao ngay 7 lan luot 1a x4p xi gip 4 14n va 7 lin, & nhimg nguoi
cé kiéu gen CYP2C9*3/*3 so véi céac kiéu gen khac. Trong 3 nghién ctru don lidu riéng &, c6
tong cong 5 dbi tugng cb kiéu gen CYP2C9*3/*3, gia tri AUCO0-24 cua liéu don tang khoang 3
14n so v6i nhitng ngudi chuyén hoa binh thuong. Uéc tinh tin sudt xudt hién cta kiéu gen *3/*3
12 0,3% dén 1,0% & cac nhom dén toc khac nhau.

Bénh nhan da biét hodc nghi ngd ¢6 chuyén héa CYP2C9 kém dya trén tién st/kinh nghiém vai
cac co chit khac cia CYP2C9 nén than trong khi diing celecoxib. Nén xem xét viéc bét dau dicu
tri v&i mot nira liéu @& nghi thap nhat.

Thai trir:

Celecoxib thai trir chu yeu do chuyén héa qua gan. Duéi 1% lidu dung duoc bai tiét nguyén dang
qua nude tiéu. Su thay ddi trong phoi nhiém véi celecoxib gifra cac dbi tuong 1a khoang 10 lan
Celecoxib thé hién dugc dong hoc doc lap voi lidu lugng va thoi gian trong pham vi lidu diéu tri.
Thoi gian thai 1a 8-12 gio. Nong do trong huyét tuong dat trang thai 6n dinh trong vong 5 ngay
sau khi diéu tri.

Céc nhém bénh nhan dic biét

Nguoi cao tuoi:

Khéng c6 su khac biét dang ké vé mat lam sang trong cdc thong s& PK cia celecoxib gitra ngudi
cao tudi ngudi My gdc Phi va nguoi da tring.

Nbng db celecoxib trong huyét trong tang khoang 100% & phu nit cao tudi (> 65 tudi).
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Bénh nhan suy gan:

So v6i nhimg ngudi c6 chirc ndng gan binh thudng, bénh nhén suy gan nhe c6 su ting trung binh
53% Cmax va 26% AUC ctia celecoxib. Céc gia tri tuong tmg ¢ bénh nhén suy gan trung binh
lan luot 1a 41% va 146%. Kha nang trao dbi chit & bénh nhan suy giam nhe dén trung binh c6
mdi tuong quan chdt ché voi gid tri albumin cia ho. Nén bit dau didu tri bing mét nira liéu
khuyén cédo & nhimg bénh nhén suy gan trung binh (vdi albumin huyét thanh 25 -35 g/1). Bénh
nhan suy gan ning (albumin huyét thanh <25 g/1) chua duge nghién ciru va khéng ding celecoxib
cho nhém bénh nhén nay.

Bénh nhdn suy than:

C6 it kinh nghiém vé sir dung celecoxib cho bénh nhén suy than. Duge dong hoc cua celecoxib
chua dugce nghién clru ¢ nhitng bénh nhan suy than nhung duong nhu khong co su thay dbi o rét
& nhing bénh nhan nay. Do do can than trong khi diéu tri cho bénh nhan suy than. Chéng chi
dinh dung cho bénh nhén suy than nang.

Nhitng nguoi chuyén héa kém co chdt ciia CYP2C9:

Nhitng bénh nhén da biét hodc nghi ngd chuyen hoa kém qua CYP2C9 dua trén tién sir/kinh
nghiém voi cdc co chat cua CYP2C9 khac can than trong khi dung celecoxib. B4t dau diéu tri voi
lidu bang ¥ liéu khuyén nghi thip nhét.

QUY CACH PONG GOI:
Pilodon-100

Hop 01 vi x 10 vién.
Pilodon-200

Hop 01 vi x 10 vién.

PIEU KIEN BAO QUAN:
Giir thudc noi khd mat, dudi 30°C, tranh anh séng.

TIEU CHUAN CHAT LUQNG:
Nha san xuat

HAN DUNG:
24 thang ké tir ngay san xuat. / ( .
Leke

TEN, PIA CHI CO SO SAN XUAT:

San xudt tai An Pé boi:

M/s STALLION LABORATORIES PVT. LTD.

C1B, 305, 2,3,4 & 5 GIDC, Kerala (Bavla), Dist.: Ahmedabad (Gujarat), India.
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