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HUONG DAN SU DUNG THUOC CHO NGUOT BENH
LOCOBILE -400
(Vién nang celecoxib 400mg)

Khuyén cao:

Doc ky hueong dan triede khi sir dung.

Dé xa tam tay tré em.

Thong bdo ngay cho bac sy hodc duwoc sp nhitng tdc dung khong mong muon gap phai khi sir
dung thubc.

Thuéc bdn theo don.

1. Thanh phan, ham lwgng cua thuoc:
Hoat chat: CELECOXIB. Mdi vién nang cimg chira 400 mg celecoxib

T4 duge: Lactose , Microcrystalline Cellulose, Colloidal Anhydrous Silica, Povidone (K-30),

Purified Water, Croscarmellose Sodium, Colloidal Anhydrous Silica, Sodium Lauryl Sulphate,

Magnesium Stearate, V6 nang EHG Capsule ¢& ‘00’ nap mau xanh bién / than mau hong.

2. M6 ti san phim: vién nang clng ndp mau xanh bién/thdn mau hdng, chira bdt thubc mau
tring.

3. Quy ciach déng géi: Hop 3 vi, vi 10 vién :D‘I

4. Thube dung cho bénh gi:

Giam dau va diéu tri triéu chimg bénh thodi héa khép, viém khép dang thdp, viém khop dang thap
& thiéu nién, viém cot song dinh khcrp, dau cap tinh, thong kinh.

5. Nén dung thuoc niy nhw thé nao va lidu lwgng:

Ding qua duong udng.

Liéu ban déu cua celecoxib 100 mg & lidu phu thuce vao tinh trang ctia bénh nhan.

Céc nguy co tim mach cua celecoxib ¢6 thé tang lén VoI liéu luong va thoi gian sir dung, khuyen
cao sur dung trong thoi g_,lan ngan nhét va lidu ding mdi _ngay thép nhét van dat hiéu qua. Can dénh
gia dinh ky tinh trang gidm dau va dap (mg v&i phac do diéu tri, dac biét 1a & nhitng bénh nhan bi
thoai hoa khap.

Thoai héa khép:

Liéu khuye én cao hang ngay thong thuong la 200 mg dung mdi ngay mot lan hoac hai hai lan. O
mot so bénh nhén, tinh trang giam dau khéng du, ting lidu dén 200 mg hai lan mdi ngay co thé
lam tdng hi¢u qua. Trong truéng hop hiéu qua tri liéu sau hai tudin khong dap tmg, lua chon didu
tri khic can duge xem xét.

Viém khép dang thip:

Lleu khuyen cao hang ngay ban dau 12 200 mg chia lam 2 14n hay nhiéu lan. C6 thé tang liéu, néu
can thiét, 1én dén 200 mg hai lan mdi ngay. Trong truong hop hiéu qua tri liéu sau hai tudn khong
dap ung, lua chon diéu trj khéc cin duge xem xét.

Viém cét song dinh khép:

Liéu dung hang ngay dugc khuyén céo 1a 200 mg dung moi ngay mot lan hodc hai chia licu.

Trong m@t s6 it bénh nhan, tinh trang giam dau khong du, tang liéu 400 mg m01 ngay mdt lan
hodc hai lan c6 thé tang hi¢u qua. Trong truong hop hiéu qua tri liéu sau hai tudn khong dap mg,
lya chon diéu tri khac can duoc xem xét.

Liéu ton da hang ngay la 400 mg.

Dau cip tinh: khoi déau 400 mg, tiép theo 200 mg néu céan trong ngay déu tién, cic ngay tiép theo:

200 mg 2 lan/ngay khi can.

Dau bung kinh nguyén phit (thing kinh): khoi dau 400 mg, bd sung 200 mg néu cdn trong
ngay dau tién, cc ngay tlep theo: 200 mg 2 lan/ngay khi can.

Nguwoi lén tuéi (> 65 tuoi): 200mg moi ngay khi bat dau diéu tri. Liéu cin thiét co thé ting lén
200mg 2 lin/ngay. Can than trong khi str dung cho ngudi 16m tudi cé trong luong < 50kg.

Tré em: khong khuyén céo sir dung cho tré em.

Ngueoi chu)en hba kém qua enzym CYP2C9: bénh nhén nghi ngo chuyén héa kém qua CYP2C9
do yéu to di truyén hodc di c6 tién st dugc ghi nhén, khi sir dung celecoxib s& Xuat hién nguy co

xuat hién tac dung khong mong mudn phu thude lidu st dung. Can thén trong va khuyén céo giam
lidn cdn nhian nita enia 1idn thin nhit Airve Lhivdn cdn




Bénh nhdn suy gan: bénh nhan suy gan vira (ndng do albumin huyét thanh 25- 35g/1): liéu khuyén
céo giam phan nira khi bit dau diéu tri. Khong c6 dir liéu cho ngudi bénh xo gan.

Bénh nhdn suy thdn: dit liéu 1am sang trén bénh nhan suy than tir nhe dén vira vAn con nhiéu han
ché, do d6 khi str dung cho nhém bénh nhén nay phai that su thin trong.

6. Khi nao khong nén dung thude nay:

Bénh nhén qua man cam vdi celecoxib, aspirin hodc cdc NSAID khac.

Bénh nhan c6 biéu hién phan tmg di ung voi sulfonamid.

Bénh nhan da timg bi bénh con hen, ndi mé day, di umg hodc phan ung di ung sau khi dung
aspirin hodc cac NSAID khéc.

Bénh nhan dang bi loét da day hodc chay mau tiéu hoa

Phu nita c6 thai, phu nir ¢6 kha niang mang thai ma khéng ding bién phap tranh thai hidu qua

Phu nir cho con bu

Suy gan ning (ndng dd albumin huyét thanh < 25 g/l hodc chi s6 Child Pugh > 10)

Suy thén n@ng (dd thanh thai creatinin < 30 ml/phut)

Bénh viém rudt

Suy tim sung huyét (NYHA II-1V) :DT
Bénh tim thiéu méu cuc bg, bénh dong mach ngoai bién, bénh mach mau néo
Bénh nhan vira trai qua phau thuat bic cau dong mach vanh. -

7. Tac dung khong mong muon:
Nguy co huyet khoi tim mach (xem thém phan Céanh bao va than trong).

Rit hay gip  Thwong gap it gap Hiém gdp Rit hiém gap Kuong
G 1/10) | 1/100-<1/10) & /1000 - < (= 1/10000 - (= 1/10000,  tinh duge
= = 1/100) 1/1000) tan suit

Nhiém Viém xoang,
khuan nhlem khuan hé

hap trén, viém

hong, nhiém )

khuan dudng tiéu
R6i loan hé Thiéu méu  Giam bach cau, Giam té bao méu
tao miu giam tiéu cau
R6i loan hé Qué man Phan (g s6c
mién dich phan vé
Roi loan hé Tang kali
chuyén hoa huyeét
va dinh
dudng
Roi loan tim Mat ngu Lo au, tram  Nham lan, a0
than cam, mét moi giac
Ro6i loan hé Chéng mat, ting  Nhoi méu Xuat huyét ndo
thin kinh truong luc co, ndo, roi loan (baq gom ca xuat

dau dau giac ngu, huyét ngi so),

budn ngu viém mang ndo

A <
Roi loan mat

Rdi loan tai
va tién dinh
Roi loan tim
mach

Nhoi mau co tim

Réi loan tim  Xuat huyét két
nhin, viém  mac
giac mac

U ta'i, ha

huyeét ap

Suy tim, tim Loan nhip
nhanh, loan

nhip

v6 khuan, dong
kinh

Tic dong mach
vong mac, tic
tinh mach vdng
mac

SN

VA,



Roi loan van Tang huyét

mach ap (bao gobm
tang huyét ap
kich phat)

Réi loan ho

hap, ngwe,

trung thit

Réi loan tiéu

hoa

Roi loan gan
mat

Aa
Roi loan da
va mo dwoi
da

Réi loan co

xwong khép
A

Roi loan

théan va tiet

niéu

Roi loan co
quan sinh
san

Rf)i loan
tong quat

Viém mii, ho,
khé tho

Budn non, dau
bung, tiéu chay,
chirng kho tiéu,

day hoi, non mira,

kho nuot

Phat ban, ngira

Pau ¢d chan

Bénh gia cim,

Viém phé
quan

Téo bon,
viém da day,
viém rudt, ¢
hoi

Bit thuong
chirc nang
gan, tang

‘enzym gan

(bao gdbm
SGOT va
SGPT)

Mé day

Chudt rut

Tang
creatinine
huyét, ting
ure huyét

Phi mat, dau

pht ngoai vi, ting nguc

thé tich tuan hoan

Thuyén tic phdi, Viém mach

do burng mat

Viém phdi

Xuat huyét tiéu
hoa, loét ta
trang, loét da
day, loét thuc
quan, loét ta
trang va xuét
huyét tiéu hoa;

viém thuc quan,

viém tuy, viém
dai trang

Viém gan

Phu, rung téc,
nhay cam vai
anh sang

Suy thin cap
tinh, ha natri
huyeét

Réi loan kinh
nguyegt

Suy gan (d6i khi
géy tir vong hodc
doi hoi phai ghép

gan), viém gan =
t6i cdp (co thé 2
gdy tir vong), Cl
hoai tir gan, vang ;T'
da, &r mat %
Viém da tréc vay, f
hong ban da \'

dang, héi chirng
Stevens-Johnson
hoai tir biéu bi
nhiém doc, phan
g thude c6
tri¢u chirng ting
bach cau ai toan
va cac triéu
chimg toan than,
ngoai ban mun _
mu toan than cap .
tinh, viém da

Viém co

Viém than k&, hoi

chimg thén hu,

viém cdu than cé

ton thuong thin
Giam kha
ndng thu
thai & nix

8. Nén tranh ding nhu’ng thudce hoiic thue pham gi khi dang sir dung thude nay:

Thuéc chong dong mau:

Hoat tinh chéng dong phai dugrc theo doi dac biét trong vai ngay dau sau khi bat dau hodc thay déi
liéu celecoxib & nhitng bénh nhén dung warfarin hogc thudc chong dong khéc vi bénh nhén nay co
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nguy co bi bién chimg chay méu cao. Do dé, bénh nhan ding thudc chéng dong duong udng phai
dugc theo doi chat ché thoi gian prothrombin hogc chi so binh thuomg hoa quoc te - INR, dac biét
1a trong vai ngay dau khi bat dau dung celecoxib hoic thay doi heu celecoxib. Da ghi nhin truomg
hop ting thoi gian chay may va thoi gian prothrombin, chu yéu & ngudi cao tudi, & nhimg bénh
nhan dung celecoxib dong thoi voi warfarin, da cé truong hop gy tir vong.

Tang huyét dp:

Thube nhém NSAIDs c¢6 thé lam giam tac dung cua thude diéu tri ting huyét ap bao gom thude tre
ché men chuyén, thude d01 khang thu thé angiotensin 11, thuoc loi tiéu va thudce chen kénh beta.
D6i voi NSAIDs bao gdm celecoxib, nguy co suy than cép tinh, c6 phuc hoi, tang lén & mot sb
bénh nhén bi suy giam chirc nang than (vi du: bénh nhan giam thé tich tudn hoan, bénh nhan dung
thuoc loi tiéu, hodc bénh nhan cao tudi) khi dung dong thoi véi thude (e ché men chuyén, thube
doi khang thu thé angiotensin I va/hoic thudce lot tiéu. Do do, phai than trong khi dung phdi hop
thude, dic biét 1a & ngudi cao tudi. Bénh nhan can duoc ubng di nude va theo di chire ning thén
khi bat dau diéu tri, va sau dé theo dai dinh ky.

Trong mot nghién ctru lam sang kéo dai 28 ngay ¢ nhirng bénh nhén tang huyét ap giai doan I va
I diéu tri bing lisinopril, dung celecoxib 200 mg ngay 2 lan khong lam tang huyet ap co y nghia
thong ké khi so sanh voi diéu tri bing gia dugc, gia tri trung binh cia huyét ap tam thu, tdm
trurong m01 ngay ngay dugc xac dinh bang thiét bi giam sat huyét ap cua nguoi bénh lién tyc.
Trong s6 cac bénh nhan duoc diéu tri bang celecoxib 200 mg ngay 2 lan, 48% dugc coi la khong
dap ung vai lisinopril trong lan kham cudi cung (duoc dinh nghia 1a huyét ap tim trwong > 90
mmHg hodc huyét ap tam truong tang > 10% so véi ban dau), so véi 27% bénh nhan diéu tri bang
gia dugc; su khic biét nay c6 y nghia thong ké. ‘

C zc!osporm va tacrolimus: D1

Vige dung chung NSAID va ciclosporin hodc tacrolimus c6 thé lam ting tic dung doc tinh 1én
than cua ciclosporin hoac tacrolimus. Nén theo ddi chire nang than khi dung celecoxib.

Acid acetylsalicylic:

Celecoxib c6 thé duge sir dung voi acid acetylsalicylic lidu thap nhung khong phai 1a chit thay thé
cho acid acetylsalicylic dé du phong bién ¢b tim mach. Trong céc nghién ciru dugce thuc hién,
gibng voi cac NSAID khac, nguy co bi loét da day hodc cic bién chimg da day so véi dung
celecoxib don tri dugc ghi nhan khi ding chung véi lidu thap acetylsalicylic acid.

Uc ché enzym CYP2DG6:

Celecoxib 1a chat e ché CYP2D6. Nong dd cla cac thude trong huyet tuong chuyén hoa qua
enzim nay co thé tang 1én khi dung dong thoi voi celecoxib. Vi du ve cac thude duge chuyén hoa
boi CYP2D6 la thuoc chong tram cam 3 vong va thube e ché chon loc tai hap thu serotonin,
thubc giam dau, thude chong loan nhip,... Khuyén céo phai giam lidu cdc thude chuyén hoa qua
CYP2D6 khi bat dau diéu tri véi celecoxib hodc tang liéu thude bi chuyén héa qua enzym
CYP2D6 néu ngimg diéu trj véi celecoxib.

Str dung celecoxib 200 mg hai lan m01 ngay lam tang nong d¢ dextromethorphan va metoprolol
(cac chat chuyén hoa qua CYP2D6) gap 2,6 1an va gip 1,5 lan.

Uc ché enzym CYP2C19:

Céc nghién ctru in vitro da cho thav celecoxib c6 thé tc ché CYP2C19. Tuy nhién dit lidu lam
sdng van chua rd rang. Cac thude duoc chuyén hoa bai CYP2C19 la diazepam, citalopram va
imipramin.

Methotrexat:

0 nhimg bénh nhan viém khép dang thép, tuong tac gitra celecoxib va methotrexat (liéu luong
thap) khong c6 ¥ nghia thong ké. Tuy nhién, can phai xem xét day du vé doc tinh lién quan dén
‘methotrexat khi két hop hai loai thudc nay.

Lithi:

Péi véi ngudi khoe manh, dung celecoxib 200mg x 2 lan/ngay véi 450 mg x 2 lanfngay lithi lam
tdng Cmax trung binh 16% va AUC 18% ddi v6i nong d lithi. Do d6, bénh nhan diéu tri véi lithi
nén dugc theo déi chat ché khi dung dong thoi véi celecoxib hodc ngung str dung lithi.

Thuéc tranh thai diong uong:
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Trong nghién ciru tuong tac, celecoxib khong ¢6 anh hudéng 1dm sang lién quan dén duoc dong
hoc ctia thude tranh thai duong udng (norhisterone 1 mg/35 micrograms ethinylestradiol).
Glibenclamid/tolbutamid.

Celecoxib khong anh huéng dén duoc dong hoc cia tolbutamid (chuyén héa qua CYP2C9), hoic
glibenclamid.

Chuyen héa kém qua enzym CYP2C9

Pbi véi nhimg nguoi chuyen hoa qua enzym CYP2C9 kém s€ lam tang tac dung toan than cua
celecoxib, khi diéu tri dong thdi véi cac chét (e ché enzym CYP2CO9 nhu fluconazol s& lam tang
nong do celecoxib. Can tranh phéi hop céc thude ndy & nhitng ngudi chuyén héa kém qua enzym
CYP2CO.

Uc ché va cam img enzym CYP2C9:

Vi celecoxib duge chuyén hoa chu yéu qua enzym CYP2C9 nén khuyén cao ding mot nua liéu &
bénh nhan dung fluconazol ddng thoi. Sir dung dong thoi celecoxib 200 mg mot lan va 200 mg
fluconazol mot lAn moi ngay, la chit (rc ché C YP2C9 manh, lam ting trung binh Cmax 60% va
AUC la 130% dbi véi celecoxib. Str dung dong thoi cdc thuc cam tmg enzym CYP2C9 nhu
rifampicin, carbamazepm va barbiturat c6 thé lam giam ndng do celecoxib trong huyét tuong.
Ketoconazol va thuéc khang acid da day:

Ketoconazol hodc thube khang acid da day duge ghi nhan khéng anh huéng dén duge dong hoc
cua celecoxib.

Tré em: nghién clru tuomg tac chi dugc thyuc hién & nuucn 16m, chua thyc hién & tré em.

9. Can lam gi khi mét lin quén khong ding thude:

Tiép tuc sir dung theo nhu huéng dan ctia bac si. @T

10. Can bao quén thudc nay nhw thé nao:

Bao quan khong qua 30°C, tranh anh sang.

11. Nhu'ng diu hi¢u va tri¢u chimg khi ding thude qua liéu:
Khong c6 dir liéu vé qua liéu. Liéu don 1én dén 1200mg va liéu lap lai lén den 1200mg 2 lan mdi
ngay ¢ ngudi khoe manh trong 9 ngay khéng cho thiy dau hi¢u téc dung phu vé qua liéu. Khi nghi
ngo qua lidu, can co cac bién phap y té thich hop nhu can giam nong do thudc trong da day, qua
sat dau hi¢u lam sang, néu cin thiét, can c6 cac bién phap hé tro tich cuc. Thdm phan mau dugce
xem khong hiéu qua dé loai trir thude do thude lién két véi protein huyet tuong cao.

12. Cén phii lam gi khi dung thude qua liéu khuyén cdo: dua dén co s y té gan nhat, diéu tri
hd trg tridu chu‘ng qua licu.

13. Nhitng diéu cin thin trong khi dung thube nay:

Téc dung trén hé tiéu hoa:

Céc bién ching doi véi da day rudt (loét, thung, xuét huyét), mot sé truong hop gy tir vong, da
xay ra ¢ bénh nhan diéu tri véi celecoxib. Can than trong khi diéu trj cho bénh nhan ¢6 nguy co bi
bién chimg da day vai NSAID; ngudi cao tudi, bénh nhan sir dung dong thoi bét ky thude NSAID
khac hoac acid acetylsalicylic, glucocorticoid, bénh nhan sir dung rurgu, hodc bénh nhan cé tién sir
bénh duong tiéu hoa nhu loét va tiéu chay.

Gia tang nguy co tac dung phu ducrng tiéu hoa khi sir dung celecoxib (loét hogc céc bién chimg
dudng tiéu hoa khac) dong thoi véi acid acetylsalicylic (ngay ca khi dung liéu thép).

Khong ¢6 su khac biét c6 y nghia théng ké khi so sanh su an toan ddi véi duong tiéu hoa giira
thube e ché COX-2 chon loc + acid acetylsalicylic so v&i thudc NSAID + acid acetylsalicylic
trong cac thir nghiém lam sang kéo dai.

Str dung dong thoi NSAID:

Can tranh str dung celecoxib cung véi NSAID khong phai aspirin.

Nguy co huyet khéi tim mach:

Céc thube chong viém khong steroid (NSAIDs), khong phai aspirin, dung duong toan than, c6 thé
lam tang nguy co xuét hién bién ¢d huyét khoi tim mach, bao gém ca nhm mau co tim va dét quy,
¢6 thé dan dén tir vong. Nguy co nay co thé xuét hi¢n som trong vai tuan dau ding thude va co the
ting 1én theo thdi gian ding thude. Nguy co huyét khéi tim mach duoe ghi nhin chu yéu o lidu
cao.
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Bac s can danh gia dinh ky su xuét hién cua céc blen cb tim mach, ngay ca khi bénh nhan khéng
cd céc triéu chimg tim mach trude do. Bénh nhén can dugc canh bao ve céc trigu chimg clia bién
¢b tim mach nghiém trong va can tham kham bac si ngay khi xuét hién cac triéu ching nay.

Dé giam thiéu nguy co xuat hién bién cd bét loi, cin st dung thude & liéu hang ngay thdp nhat c6
hi¢u qua trong thoi gian ngan nhit c6 thé

Céc chit te ché chon loc COX-2 khong phai la chat thay thé cho acid acetylsalicylic dé du phong
cac bénh mach vanh dé e ché tap két tiéu cdu. Do do, khong nén ngung ding thude chdng tidu
cu.

Téng thé tich tuan hoan va phi né:

Glong nhu céc thube khéc duge biét 1a e ché tong hop prostaglandin, ting thé tich tudn hoa va
phu né da dugc ghi nhén ¢ bénh nhan dung celecoxib. Do d6, celecoxib nén duge sir dung can
than ¢ nhimmg bénh nhén c6 tién st suy tim, roi loan chirc néng tim that trai hodc ting huyét ap va
& bénh nhan cé tiéu sir bi phu vi bat cir Iy do gi, vi su tc ché prostaglandin ¢ thé lam suy giam
churc nang than va tang thé tich dich. Can than trong & bénh nhan diéu tri bang thudc loi tiéu hodc
cO nguy co bi giam thé tich mau.

Tang huyét 4 ap:

Gidng véi tat ca cac thude NSAIDS, celecoxib co thé din dén su khoi phét cua bénh tang huyét ap
hodc 1am trim trong tinh trang ting huyét ap, hodc lam tang ty 1€ cac bién ¢b tim mach. Do do,
huyét ap nén dugc theo ddi chit ché trong khi bat dau diéu tri voi celecoxib va trong sudt qud
trinh diéu tri. (D_r

Tac dung trén gan va than: ’

Toén thuong chire nang than hodc gan, va dic biét 1a suy giam chirc ning tim thuong xay ra &
ngudi cao tudi vado do can duy tri theo ddi bénh nhan.

NSAID, bao gbm celecoxib, c6 thé gy doc than. Céc thir nghiém lam sang véi celecoxib di cho
thay nhimg anh huéng vé thin tuong tw voi két qua duoc so sanh véi thude nhém NSAIDs khic.
Cac bénh nhan cé nguy co cao nhit vé doc tinh & than la nhiing bénh nhén suy giam chirc nang
thén, suy tim, roi loan chirc nang gan, nhimg ngum ding thude l¢i tiéu, thude tre ché men chuyén,
thuoc doi khang thu thé angiotensin II va ngudi cao tudi. Nhitng bénh nhan nay nén duoc theo doi
can than trong khi dang diéu tri voi celecoxib.

Mot sb truomg hop xdy ra suy gan nang, bao gbdm viém gan toi cap (mot sd truong hop tir vong),
hoai tir gan va suy gan (mét so6 truong hop tir vong hodc can ghép gan) da dugc bdo céo khi sir
dung celecoxib. Trong so céc trudmg hop bdo céo vé thoi gian khoi phat, hau hét cac bién cb gan
nghiém trong da xay ra trong vong mdt thang sau khi bat dau diéu tri celecoxib.

Néu trong qua trinh diéu tri, bénh nhan bi suy giam chirc néng céc co quan cua co thé duge mo ta
0 trén, can phai thuc hién cdc bién phap diéu tri thich hop va nén ngung diéu tri celecoxib.

Ut ché enzym CYP2D6:

Celecoxib trc ché enzym CYP2D6. Mic du khong phai 1a chat trc ché manh enzym nay, nhung
can phai giam liéu déi véi cac thude duge chuyén héa béi CYP2DS.

Chuyén hoa kém qua enzym CYP2C9

Nhng bénh nhan dugc biét dén 1a nguoi chuyén hoa kém qua enzym CYP2C9 nén duoc diéu tri
can than.

Phan (mg qui man va phan img qué man vai da:

Céc phan tmg da nghiém trong, mot sd trong d6 gy tir vong, bao gbm viém da troc vay, hoi
ching Stevens-Johnson, va hoai tir thugng bi nhiém doc, da duge bao cao vai tan suat hiém gap.
Bénh nhén c6 nguy co cao nhat ddi v6i céc phan img nay trong qua trinh diéu tri: hau hét su khoi
phat xay ra trong thang du::u tri dau tién. Pa co bao cio nhitng phan Umg qua man nghiém trong

(bao gom chimg qua man, phi mach va phat ban véi triéu _chung tang bach cau ai toan va tén -

thwong noi tang (hdi chimg DRESS) hodc tri¢u chimg qua man & bénh nhan dung celecoxib. Bénh
nhan c6 tién sir di ing sulphonarmd hodc bét ky di img thudc nao c6 thé ¢ nguy co phan ing da
nghiém trong hodc phan tmg qua man. Celecoxib nén _ngung ngay khi xuit hién phat ban da, ton
thuong niém mac, hodc bat ky d4u hiéu nao cua qua mén.

Téng quat:

Celecoxib c6 thé che ddy dau hiéu st va cac ddu hiéu cua triéu chimg viém khac.
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Str dung véi thude chong, dong dudmg ubng:

O nhimg bénh nhan diéu tri dong thoi véi warfarin, céc bién cd chay mau nghiém trong, mot sb
trong do gay tur vong, da duge béao cdo. Gia tang thoi gian prothrombin (chi s6 binh thuomg hoa
qudc té INR) khi str dung dong thot da dugce bdo céo. Do d6, can theo doi chidt ché bénh nhan
dung thude chéng dong dudng udng warfarin/coumarin, dic biét khi dung celecoxib hodc thay doi
lidu celecoxib. St dung dong thoi thude chéng dong véi NSAIDS ¢6 thé lam ting nguy co chay
mau. Can than trong khi két hop celecoxib véi warfarin hodc céc thube chéng dong dudong udng
khéc, ké ca thudc chdng déng méau méi (vi du nhu apixaban, dabigatran va rivaroxaban).

Ta dugec:

Thude c6 chira lactose. Bénh nhan c6 cac van dé vé di truyén hiém khi khong dung nap galactose,
thiéu hut lactase hay kém hap thu glucose-galactose khong nén dung thudc*nay.

Mang thai:

Cac nghién ctru trén dong vat (chudt va tho) da cho thay doc tinh sinh san, bao gom di tat bao thai.
Uc ché tong hop prostaglandin c6 thé anh huong x4u dén thai ky. Dix liéu tir cac nghién ctru dich
té hoc cho thay nguy co sdy thai ty nhién tang Ién sau khi sir dung chét trc ché tong hop
prostaglandin vao giai doan dau cia thai ky. Tiém nang nguy co gdy hai bao thai chua dugc bict
rd, nhung khong thé loai trir duge. Celecoxib, cling giong nhu céac thuoc khac trc ché tong hop
prostaglandm ¢6 thé géy ra tinh trang co thét tir cung va déng sém 6ng dong mach trong 3 thang
cudi thai ky. Celecoxib duoc chdng chi dinh trong thai ky va ¢ phu nir dang mong mu6n mang
thai. Néu phu nir mang thai trong thoi gian diéu tri, nén cham dut dung celecoxib.

Cho con bii:

Celecoxib dugc bai tiét trong sita ctiia chudt cho con bu voi nong do twong tu nhu trong huyét
tuong. Viéc stir dung celecoxib dugc nghién clu trén s6 luong phu nit dang cho con bu con gigi
han va da ghi nhén celecoxib tiét vao sita me rét thdp. Phu nir dung celecoxib khong nén cho con
bu sira me. ]\_{

Kha ning sinh san: :

Dua trén co ché dugc lue, viée sir dung NSAIDs, bao gém celecoxib, co thé tri hodn hodc ngin
ngua rung trung, ¢6 lién quan dén kha néng vo sinh ¢6 hoi phuc & mét sé phu nit.

Anh hwing dén kha nang ldi xe va sir dung may moc:

Nhiing bénh nhan bj chéng mat, chéng mit hodc budn ngu trong khi dung celecoxib nén khong
duogc lai xe hoac véan hanh may moc.

14. Khi nao cin tham vin bic sy, dwoge sy:

Néu can thém théng tin ;\m hoi y kién bdc sy hodc duge sy.

15. Han dung cua thude: 24 thang ké tir ngay san xuét.

16. Nha sin xuit:

M/s Windlas Biotech Private Limited

Plant-2, Khasra No. 141 to 143 & 145, Mohabewala Industrial Area, Dehradun-248110,
Uttarakhand, India / An D6.

17. Ngay xem xét sira dbi, cip nhit lai noi dung hwéng din sir dung thudc:




HUONG DAN SU DUNG THUOC CHO CANBQ Y TE
LOCOBILE - 400
(Vién nang celecoxib 400mg)
1. Thanh phan, ham lwgng cua thude:
Hoat chat: CELECOXIB. Mdi vién nang cung chira 400 mg celecoxib
Ta duge: Lactose , Microcrystalline Cellulose, Colloidal Anhydrous Silica, Povidone (K- 30),
Purified Water, Croscarmellose Sodium, Colloidal Anhydrous Silica, Sodium Lauryl Sulphate,
Magnesium Stearate, Vo nang EHG Capsule ¢& ‘00’ niap mau xanh bién / than mau héng.
2. Dang bao ché: vién nang cung
3. Cic dic tinh dwge ly: f]}(
3.1. Dac tinh dwge djng hoc:
Hap thu: hap thu tot qua duong tiéu hoa. Khi uong mot liéu duy nhét 200 mg, ndng do dinh trong
huyét tuong xay ra 3 gi&r sau khi uéng. Mirc nong do dinh trong huyét twong la 705 ng/mL.
Nghién ctru sinh kha dung tuyét dbi chua duoc thuc hién. Khi sir dung nhiéu liéu, trang thai on
dinh dat dugc vao hogc trude ngay 5. Khi dung véi thite dn chira nhiéu chét béo, mic ndng do
dinh trong huyét tuong duge tri hodn trong khoang 1-2 gio véi mie ting AUC khoang 10% dén
20 %.
Thé tich phan bé: thé tich phan bé ¢ trang thai én dinh khi ding lidu 200mg, nguoi khoe manh 1
429 lit.
Lién két véi protein huyét tuong: 97% lién két v6i albumin va lién két véi acid glycoprotein vai
murc d¢ it hon.
Chuyen hoéa: chuyen hoa qua gan. Celecoxib chuyén héa chi yéu thong qua cytochrom P450 2C9.
Ba chét chuyén hoa, hop chét chira alcol, hop chat chira acid cacboxylic va hop chat lién hop
glucuronide da duge xéac dinh trong huyét tuong nguoi. CYP3A4 ciing tham gia vao su hydroxyl
hoa celecoxib, nhung mirc d¢ thap hon. Céc chat chuyén hoa khong hoat dong nhu chat (e ché
COX-1 hodac COX-2.
Thai trir: celecoxib thai trir qua chuyén héa & gan dudi dang khong doi (< 3%) trong nudce tiéu va
phan. 57% liéu dung duge thai trir qua phan va 27% duoc thai trir qua nudc tiéu. Chét chuyén hoa
chinh trong nuéc ticu la hop chit chira acid carboxylic (73%). Nong do glucuronide trong nudc
tiéu thap.
Thoi gian ban thai: 11 gio.
3.2.  Dic tinh dwoe lue hoe:
Celecoxib la mot thube chong viém khéng steroid, (rc ché chon loc cyclooxygenase-2 (COX-2),
6 cac tac dung diéu tri chéng viém, gxam dau. Co ché tac dung cua celecoxib 1a trc ché tong hop
prostaglandin, chu yéu qua e ché i isoenzym cyclooxygenase-2 (COX-2), lam giam su tao
thanh cic tién chat cua prostaglandin. Celecoxib e ché chon loc trén COX-2 nén téc dung phu
trén dudng tiéu héa it hon céc thude chdng viém khong steroid trc ché khong chon loc
4. Quy cich dong go6i: Hop 3 vi, vi 10 vién
5. Chi dinh dleu tri:
Giam dau va diéu tri triéu chimg bénh thap khop, viém khép dang thap, viém khop dang thip &
thiéu nién, viém cot song dinh khop, dau cap tinh, thong kinh.
6. Liéu lwong va cach dung:
Dung qua duong udng.
Liéu ban diu cua celecoxib 100 mg & liéu phu thudc vao tinh trang ctia bénh nhén.
Cac nguy co tim mach cua celecoxib c6 thé tang lén voi lidu lugng va thoi gian sir dung, khuyen
cao str dung trong thoi glan ngén nhét va liéu dung m01 ngay thap nhat van dat hiéu qua. Cén danh
gia dinh ky tinh trang giam dau va dap (mg v6i phéc do diéu tri, dac biét la & nhirng bénh nhén bj
thoai hoa khap.
Thoai hoa khop:
Liéu khuyén céo hang ngay thong thuong la 200 mg dung moi ngay mot lan hoic ‘hai hai lan. O
moét s0 bénh nhan, tinh trang giam dau khéng du, tang liéu dén 200 mg hai 1dn mdi ngay c6 thé
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lam tang hi¢u qua. Trong truong hop hi¢u qua tri liéu sau hai tudn khong dap tmg, lua chon diéu
tri khac can duge xem xét.

Viém khép dang thép:

L](’:L] khuyen cao hang ngay ban ddu 12 200 mg chia 1am 2 lan hay nhiéu lan. C6 thé tang liéu, néu
can thiét, 1én dén 200 mg hai lan m01 ngay. Trong trudmg hop hidu qua tri lidu sau hai tudn khong
dap (g, lwa chon diéu trj khac cin duge xem xét. (J)’r

Viém cit séng dinh khép: :

Liéu ding hang ngay dugc khuyén cdo la 200 mg dung mdi ngay mot lan hoac hai chia liéu.

Trong mot so it bénh nhan, tinh trang giam dau khong du, tang liéu 400 mg m01 ngay mot lan
hodc hai lan c6 thé tang hi¢u qua. Trong truomg hop hiéu qua tri liéu sau hai tuin khong dép tmg,

lya chon diéu tri khac cin dugc xem xét.

Liéu t01 da hang ngay 13 400 mg.

Dau cép tinh: khoi dau 400 mg, tiép theo 200 mg néu can trong ngay dau tién, cic ngay tiép theo:

200 mg 2 lan/ngay khi can.

Dau bung kinh nguyén phat (thong Kinh): khoi dau 400 mg, b6 sung 200 mg néu cin trong
ngay dau tién, cac ngay tlep theo: 200 mg 2 lan]ngay khi can.

Nguoi lén tuéi (> 65 tu6i): 200mg mdi ngay khi bit ddu diéu tri. Lidu can thiét c6 thé ting lén
200mg 2 lan/ngay. Can than trong khi sir dung cho ngudi 16m tudi ¢6 trong luong < 50kg.

Tré em: khong khuyén céo sir dung cho tré em.

Nguoi chuyen hoa kém qua enzym CYP2C9: bé¢nh nhan nghi ngo chuyén hoa kém qua CYP2C9
do yeu to di truy én hodc da c6 tién su duge ghi nhén, khi str dung celecoxib s& xudt hién nguy co
xuét hién tac dung khéng mong mudn phu thude lidu str dung. Can than trong va khuyén céo giam
liéu con phan nira cta lidu thap nhét duoc khuyen cao.

Bénh nhan suy gan: bénh nhin suy gan vira (ndng do albumin huyét thanh 25-35g/1): lidu khuyén
c4o giam phan nira khi bit dau diéu tri. Khong c6 dit liéu cho ngudi bénh xo gan.

Bénh nhan suy than: dir liéu 1am sang trén bénh nhan suy than tir nhe dén vira vin con nhidu han
ché, do d6 khi sir dung cho nhém bénh nhan nay phai that su than trong.

7. Chéng chi dinh:

Bénh nhin qua min cam véi celecoxib, asplrm hodc cac NSAID khac.

Bénh nhan c6 biéu hién phan img di g véi sulfonamid.

Bénh nhan da timg bi bénh con hen, ndi mé day, di tmg hodc phan Umg di tmg sau khi dung
aspirin hodc cac NSAID khac

Bénh nhan dang bi loét da day hodc chay mau tiéu hoa

Phu nita c6 thai, phu nit c6 kha nang mang thai ma khong ding bién phap tranh thai hiéu qua

Phu nir cho con b

Suy gan ning (nong d¢ albumin huyét thanh < 25 g/l hoic chi sé Child Pugh > 10)

Suy than néng (d¢ thanh thai creatinin < 30 ml/phut)

Bénh viém rudt

Suy tim sung huyét (NYHA II-1V)

Bénh tim thiéu méu cuc bd, bénh dong mach ngoai bién, bénh mach mau ndo

Bénh nhén vira trai qua phau thuat bic cau dong mach vanh.

8. Cic trudmg hop thin trong khi ding thudc:

Téc dung trén heé tiéu héa:

Céc bién chimg déi véi da day rudt (loét, thung, xuét huyét), mot sé truong hop gay tir vong, da
xay ra & bénh nhan diéu tri véi celecoxib. Can than trong khi diéu tri cho bénh nhén c6 nguy co bi
bién ching da day voi NSAIDs: ngudi cao tudi, bénh nhan sir dung dong thoi bt ky thude
NSAID khac hojc acid acetylsalicylic, glucocomcmd bénh nhan sir dung rugu, hodc bénh nhan
¢6 tién st bénh duomg tiéu hda nhu loét va tiéu chay.

Gia tang nguy co tdc dung phyu duorng tiéu hoa khi stir dung celecoxib (loét hoge cac bién chimg
duodng tiéu héa khac) dong thoi voi acid acetylsalicylic (ngay ca khi dung liéu thép).

Khéng ¢6 su khéc biét ¢6 ¥ nghia thong ké khi so sanh su an toan déi véi duong tiéu hoa gitra
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thude e ché COX-2 chon loc + acid acetylsalicylic so vai thuée NSAIDs + acid acetylsalicylic
trong cac thir nghiém lam sang kéo dai.

Str dung dong thoi NSAID:

Cén tranh sir dung celecoxib ciing véi NSAID khong phai aspirin. %

Nguy co huyét khdi tim mach:
Céc thude chéng viém khong steroid (NSAIDs), khong phai aspirin, ding duong toan thén, c6 thé
lam tang nguy co xudt hién bién c6 huyét khoi tim mach, bao gom ca nhm mau co tim va dot quy,
¢6 thé dan dén tir vong. Nguy co nay c6 thé xuat hién sém trong vai tuin dau ding thude va co thé
tang 1én theo thoi gian dung thude. Nguy co huyét khéi tim mach duge ghi nhan chu yéu & lidu
cao.

Biéc si can danh gia dinh ky su xudt hién cua cac blen ¢b tim mach, ngay ca khi bénh nhan khong
¢O cdc tri¢u chimg tim mach trude d6. Bénh nhan can duoc canh bdo veé céc trigu chimg cua bién
cb tim mach ‘nghiém trong va cin thdm kham bac si ngay khi xudt hién céc triéu ching nay.

Pé giam thiéu nguy co xuat hién bién ¢6 bét lgi, can su dung thudc & liéu hang ngay thdp nhat c6
hi¢u qua trong thoi gian ngin nhét c6 thé

Céc chat trc ché chon loc COX-2 khong phai la chat thay thé cho acid acetylsalicylic dé du phong
cac bénh mach vanh dé wrc ché tap két tiéu cau. Do do, khong nén ngung ding thude chong tiéu
céu.

Tang thé tich tuan hoan va phu né: -

Glong nhu céc thudce khédc duoe biét 1a e ché tong hop prostaglandin, tang thé tich tuin hoa va
pht né dd dugc ghi nhin & bénh nhan dung celecoxib. Do do, celecoxib nén duge sir dung can
than & nhitng bénh nhan c6 tién sir suy tim, roi loan chirc nang tam that trai hodc ting huyét ap va
& bénh nhan co tiéu sir b phu vi bat ctr 1y do gi, vi su trc ché prostaglandin ¢c6 thé lam suy giam
chirc nang thén va téng thé tich dich. Cén than trong & bénh nhén diéu tri bang thude lgi tiéu hoic
¢6 nguy co bi giam thé tich mau.

Tang huyét 4 ap:

Gidng véi tat ca cac thuée NSAIDS, celecoxib c6 thé din dén su khoi phat cta bénh tang huyét ap
hodc lam trdm trong tinh trang ting huyét ap, hodc lam tang ty I¢ cac bién ¢d tim mach. Do do.
huyét ap nén dugc theo doi chat ché trong khi bat dau didu tri voi celecoxib va trong sudt qué
trinh diéu tri.

Téac dung trén gan va than:

Tén thuong chirc niang than hodc gan, va dac biét la suy giam chirc ning tim thuong xay ra ¢
nguoi cao tudi vado dé can duy tri theo ddi bénh nhan.

NSAID, bao gém celecoxib, ¢o thé gay ddc than. Cac thir nghiém lam sang voi celecoxib da cho
thdy nhimg anh hudmg vé than tuong tu voi két qua duogc so sanh voi thuée nhom NSAIDs khac.
Cac bénh nhan ¢6 nguy co cao nhét vé doc tinh & than 1a nhimg bénh nhan suy giam chirc nang
than, suy tim, ri loan chirc nang gan, nhimg ngudi dung thude lgi tiéu, thude e ché men chuyén,
thuoc doi khang thu thé angiotensin I va nguoi cao tudi. Nhitng bénh nhan nay nén dugc theo ddi
can than trong khi dang diéu tri v6i celecoxib.

Mot s truomg hop xay ra suy gan nang, bao gdm viém gan tdi cdp (mdt sb truomg hop tr vong),
hoai tir gan va suy gan (mét so trwong hop tir vong hodc can ghép gan) da duge bao cdo khi si
dung celecoxib. Trong s0 cac trudmg hop bao cao vé thoi glan khai phat, hiu hét cac bién cb gan
nghiém trong da xay ra trong vong mdt thang sau khi bat dau diéu tri celecoxib.

Néu trong qua trinh diéu tri, bénh nhan bi suy giam chirc néng cac co quan cla co thé duoc mo ta
& trén, can phai thuc hién cac bién phap diéu tri thich hop va nén ngung diéu tri celecoxib.

Ut ché enzym CYP2D6:

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

Chuyén héa kém qua enzym CYP2C9

Nhimg b¢nh nhéan duge biét dén la ngudi chuyén hoa kém qua enzym CYP2C9 nén duge didu trj
can than.
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Phin (mg qua man va phan tmg qua min véi da:

Céc phan (g da nghiém trong, mét sb trong do gdy tir vong, bao gém viém da troc vay, hoi
chimg Stevens-Johnson, va hoai tur terO‘ng bi nhiém ddc, da duoc béo cdo vai tan suat hiém gip.
Bénh nhén c6 nguy co cao nhét dbi voi cac phan (g nay trong qua trinh diéu tri: hau hét sw khoi
phat xay ra trong thang dleu tri dau tién. D3 c6 bdo céo nhimg phan tng qua man nghiém trong
(bao goébm chtmg:, qua man, phii mach va phét ban véi triéu _chimg tang bach cdu 4i toan va ton
thuong ndi tang (hdi chimg DRESS) hodc triéu chimg qua man & bénh nhéan dung celecoxib. Bénh
nhan c¢6 tién sir di tmg sulphonamid hodc bat ky di tmg thudc nao c6 thé ¢6 nguy co phan img da
nghiém trong hodc phan tmg qua man. Celecoxib nén _ngung ngay khi xuét hién phat ban da, tén
thuong niém mac, hogc bat ky déu hiéu nao cua qua man.

Tong quat:

Celecoxib cé thé che day dau hiéu sot va cac déu hiéu cua triéu chimg viém khéc. (D‘{

Str dung voi thude chong ddng dudmg udng: -

O nhitng bénh nhan diéu tri ddng thoi véi warfarin, céc bién b chay mau nghiém trong, mot s6
trong do gay tu vong, da duge bdo cdo. Gia tang thoi gian prothrombin (chi s6 binh thuong hoa
qudc té INR) khi sir dung dong thoi da duoc bao cdo. Do dd, can theo ddi chit ché bénh nhan
dung thudc chéng dong duong udng warfarin/coumarin, dic biét khi dung celecoxib hodc thay doi
liéu celecoxib. St dung dong thoi thude chdng dong véi NSAIDS c¢6 thé lam ting nguy co chay
mau. Can than trong khi két hop celecoxib véi warfarin hodc céc thude chdng dong dudng udng
khéc, ké ca thudc chong dong mau méi (vi du nhu apixaban, dabigatran va rivaroxaban).

Ta duogce:

Thube c6 chira lactose. Bénh nhén c6 céc van dé vé di truyén hiém khi khong dung nap galactose,
thiéu hut lactase hay kém hap thu glucose-galactose khong nén ding thude nay.

Mang thai:

Cac nghién ciru trén dong vat (chudt va tho) da cho thay doc tinh sinh san, bao gom dj tat bao thai.
Ut ché tong hop prostaglandin ¢6 thé anh huong xdu dén thai ky. Dir lidu tir céc nghién ctru dich
t& hoc cho thiay nguy co sdy thai tuy nhién tang 1én sau khi su dung chét trc ché tong hop
prostaglandin véao giai doan dau cua thai ky. Tiém nang nguy co gy hai bao thai chua dugc bict
rd, nhung khong thé loai trir dugc. Celecoxib, cling giong nhu céc thuoc khéac e ché tong hop
prostaglandin, ¢6 thé gdy ra tinh trang co thét tir cung va dong sém 6ng dong mach trong 3 thang
cuoi thai ky. Celecoxib dugc chéng chi dinh trong thai ky va & phu nit dang mong muon mang
thai. Néu phu nit mang thai trong thoi gian diéu tri, nén cham dt dung celecoxib.

Cho con bi:

Celecoxib dugc bai tiét trong sita cua chudt cho con bu vai ndng do tuong tu nhu trong huyét
twong. Viée sir dung celecoxib duge nghién clru trén s& lugng phu nir dang cho con bu con gioi
han va da ghi nhén celecoxib tiét vao sita me rat thp. Phu nit dung celecoxib khong nén cho con
bu sira me.

Kha nang sinh sin:

Dua trén co ché dugc lue, viée sur dung NSAIDs, bao gom celecoxib, co thé tri hodn hodc ngan
ngura rung trung, ¢6 lién quan dén kha ning vo sinh ¢6 hoi phuc & mdt sb phu nir.

Anh hwéng dén kha niang lai xe va sir dung may moc:

Nhimng bénh nhan bj chéng mat, chéng mat hodc budn ngi trong khi ding celecoxib nén khong
dugce lai xe hodc van hanh may méc.

9. Twong tac cua thudc véi thube khac va cac loai twong tac khac:

Thudc chong dong mdu:

Hoat tinh chéng dong phai duoc theo ddi dic biét trong vai ngay dau sau khi bat diu hogc thay dbi
lidu celecoxib & nhimg bénh nhan dung warfarin hodc thudc chong dong khac vi bénh nhan nay c6
nguy co bi bién chimg chay méu cao. Do d6, bénh nhan dung thudc chong dong dudng udng phai
dugc theo ddi chat ché thoi gian prothrombin hodc chi s0 binh thuémg héa quoc té - INR, déc biét
la trong vai ngay dau khi bat dau ding celecoxib hodc thay doi liéu celecoxib. Da ghi nhan truomg



hop tang thoi gian chay méy va thoi gian prothrombin, chu yéu & ngudi cao tudi, & nhiig bénh
nhan dung celecoxib ddng thoi véi warfarin, da c6 truong hop gay tir vong.

T'ang huyét dp:

Thudc nhém NSAIDs c6 thé lam giam téc dung cta thude dleu tri ting huyét ap bao gdm thube e
ché men chuyén, thude (1‘01 khang thu thé angjotensin II, thuoc loi tiéu va thudc chen kénh beta.
Péi véi NSAIDs bao gom celecoxib, nguy co suy than cip tinh, c6 phuc hoi, tang 1én & mot sb
bénh nhan bi suy giam chirc nang than (vi du: bénh nhén giam thé tich tuan hoan, bénh nhén dung
thudc loi tiéu, hodc bénh nhan cao tudi) khi _dung dong thoi voi thude e ché men chuyén, thude
doi Kkhang thy thé anglotensm I va/hodc thude loi tiéu. Do do, phai than trong khi ding phdi hop
thude, dac biét 1a & ngudi cao tudi. Bénh nhén can dugc udng du nude va theo ddi chire nang than
khi bat dau diéu tri, va sau do theo ddi dinh ky.

Trong mot nghién ctru 1am sang kéo dai 28 ngay ¢ nhimg bénh nhén ting huyét ap giai doan I va
I1 diéu tri bang lisinopril, dung celecoxib 200 mg ngay 2 lan khong lam tang huyet ap co y nghia
thong ké khi so sanh véi diéu tri bang gia dugc, gia tri trung binh cia huyét ap tim thu, tim
truong m01 ngay ngay dugc xac dinh bang thiét bi giam sat huyét ap cta ngudi bénh lién tuc.
Trong s cac bénh nhan duoc diéu tri bang celecoxib 200 mg ngay 2 lan, 48% dugc coi la khong
dap dng vai lisinopril trong lan kham cudi cung (duge dinh nghia 1a huyét ap tam truong > 90
rnran hodc huyét ap tdm truong ting > 10% so véi ban dau), so véi 27% bénh nhan diéu tri bing
gia dugc; su khac biét nay cé ¥ nghia thong ké.

Ciclosporin va tacrolimus: r]}{

Vige ding chung NSAID va ciclosporin hodc tacrolimus ¢6 thé lam tang tac dung doc tinh 1én
thén cua ciclosporin hodc tacrolimus. Nén theo doi chirc nang than khi dung celecoxib.

Acid acetylsalicylic:

Celecoxib ¢6 thé duge sir dung v6i acid acetylsalicylic lidu thip nhung khéng phai la chat thay thé
cho acid acetylsallcyllc dé du phong bién ¢b tim mach. Trong cac nghién ciru dugce thuc hién,
gibng véi cac NSAID khéc, nguy co bi loét da day hodc cac bién chimg da day so voi dung
celecoxib don tri duge ghi nhan khi ding chung véi lidu thap acetylsalicylic acid.

Uc ché enzym CYP2D6:

Celecoxib 1a chét wrc ché CYP2D6. Nong do cia cac thube trong huyet tuong chuyén hoa qua
enzim nay cé thé tang lén khi dung dong thoi véi celecoxib. Vi du vé céc thude dugc chuyén hoa
bai CYP2D6 la thude chong tram cam 3 vong va thudc tre ché chon loc tai hap thu serotonin,
thude giam dau, thude chong loan nhip,... Khuyén cio phai giam liéu céc thude chuyén hoa qua
CYP2D6 khi bat ddu didu tri véi celecoxib hoic ting lidu thudc bi chuyén hoa qua enzym
CYP2D6 néu ngimg diéu tri véi celecoxib.

Str dung celecoxib 200 mg hai lan m01 ngay lam tang nong do dextromethorphan va metoprolol
(cac chat chuyén hoa qua CYP2D6) gép 2.6 lan va gip 1,5 lan.

Uc ché enzym CYP2C19:

Cac nghién ciru in vitro da cho thay celecoxib ¢ thé e ché CYP2C19. Tuy nhién dir liéu 1am
sang van chua 16 rang. Céc thudc duge chuyén héa boi CYP2C19 1a diazepam, citalopram va
imipramin.

Methotrexat:

6 nhimg bénh nhén viém khép dang thip, twong tac gilta celecoxib va methotrexat (lidu lugng
thap) khong ¢6 ¥ nghia thdng ké. Tuy nhié€n, can phai xem xét day du vé doc tinh lién quan dén
methotrexat khi két hop hai loai thudc nay.

Lithi:

Péi voi nguoi khoe manh, dung celecoxib 200mg X2 lan/ngay véi 450 mg x 2 lan/ngay lithi lam
tang Cmax trung binh 16% va AUC 18% dbi voi nong do lithi. Do d6, bénh nhan diéu tri v6i lithi
nén duoc theo ddi chit ché khi dung ddng thoi véi celecoxib hodc ngung str dung lithi.

Thube tranh thai dwong uéng:

Trong nghién ciru twong tac, celecoxib khong c6 anh huong 1am sang lién quan dén duge dong
hoc cua thudc tranh thai duomg udng (norhisterone 1 mg/35 micrograms ethinylestradiol).

J=H
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Glibenclamid/tolbutamid:

Celecoxib khong anh huémg dén duge dong hoc cia tolbutamid (chuyén hoa qua CYP2C9), hodc
glibenclamid.

Chuyén hoa kém qua enzym CYP2C9

D6i véi nhimg nguoi chuyen hoa qua enzym CYP2C9 kém sé lam tang tac dung toan than cua
celecoxib, khi diéu trj dong thoi v6i cac chét e ché enzym CYP2C9 nhu fluconazol s& lam tang
ndng d§ celecoxib. Can tranh phdi hop céc thude nay & nhimg nguoi chuyén hoa kém qua enzym
CYP2C9. |

Uc ché va cam iimg enzym CYP2C9: ’.D'T

Vi celecoxib duge chuyén hoa chi yéu qua enzym CYP2C9 nén khuyén céo ding mét nira lidu &
bénh nhédn ding fluconazol dong thoi. Str dung dong thoi celecoxib 200 mg mot lan va 200 mg
fluconazol mdt 1dn mdi ngay, la chét trc ché CYP2C9 manh, lam tang trung binh Cmax 60% va
AUC 1a 130% dbi voi celecoxib. Sir dung dong thoi cée thuc cam tmg enzym CYP2C9 nhu
rifampicin, carbamazepln va barbiturat c6 thé lam giam ndng do celecoxib trong huyét tuong.
Ketoconazol va thudce khang acid da day:

Ketoconazol hodc thube khang acid da day dugce ghi nhan khong anh huéng dén duge dong hoc
cua celecoxib.

Tré em: nghién clru twong tac chi dugc thuc hién & ngudi 16m, chua thue hién ¢ tré em

10. Tac dung khéng mong mudn:

Nguy co huyét khéi tim mach (xem thém phin Canh béo va than trong).
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11. Qua liéu va cach xir tri:

Khéng ¢ dit liéu vé qué liéu. Liéu don 1én dén 1200mg va liéu lap lai lén den 1200mg 2 lan moi
ngay ¢ nguoi khoe manh trong 9 ngay khong cho thay dau hi¢u tac dung phu vé qué lidu. Khi nghi
ngo qua liéu, can ¢ cac bién phap y t€ thich hop nhu can glam nong do thude trong da day, qua
sat dau hiéu lam sang, néu can thiét, can c6 céc bién phap hé trg tich cuc. Thim phan mau duoc
xem khong hi¢u qua dé loai trir thude do thude lién két véi protein huyét twong cao.

12. Cac diu hiéu cin lwu ¥ va khuyén cio (néu ch)

13. Diéu kién bao quan bao quan khong qua 30°C, tranh dnh sang.

14. Han dung cia thuoc 24 thang ké tir ngay san xudt. @1

Khong sir dung thuoc khi da qua han ding ctia thuéc in trén bao bi.

15. Tén dia chi ctia co sé san xuit:
M/s Windlas Biotech Private Limited
Plant-2, Khasra No. 141 to 143 & 145, Mohabewala Industrial Area, Dehradun-248110,
Uttarakhand, India / An Dd.

16. Ngay xem xét sira doi, cip nhit lai ndi dung huéng dan sir dung:

-—
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