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- DUOCETZ DUOCETZ |
' Paracetamol 325 mg + Paracetamol 325 mg + '
Tramadol HC! 37.5 mq Tablets s!.t_a.ﬁmi._&&

. DUOCETZ DUOCETZ
Paracetamol 325 mg + Paracetamol 325 mg +
Tramadol HC 37.5 mg Tablets ¢ Tramadol HCI 37.5 mg Tablets
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NHAN PHU
DUOCETZ

Paracetamol..........cccceevuveennnennns 325,0 mg
TeBmBAOL ...ccomummsmsnsasmmmsevssessin 37,5 mg

Quy cach: Hop 3 vi x 10 vién nén bao phim

Oy

-

Rx-Thubc ké don

1000/ DUOCETZ VN-xxxx-
0 Hogt chit-ham lugng: MG/ vién nén bao pu-. chira: paracetamol 325,0 mg, tramadol 37,5 mg. Chi djnh, chéng chi

inh, lidu dung, cich ding vi céc thing tin khie: xem t huong din sir dung. Bio quin: Bio quin duéi 30°C.
Trinhlnluﬁuvildd\‘m Trinh bay: Hop 3 vi x 10 vién. S8 16 SX, NSX, HD: xem Batch No., Mfg. Date, Exp.
Date trén bao bi. Sin xuit bii: MEGA LIFESCIENCES PUBLIC COMPANY LIMITED, dja chi: 515/1 Moo 4,
Soi 8, Bangpoo Industrial Estate, Pattana 3 Road, thku.Mu.ng Samutprakam 10280, Théi Lan. Dé xa tdm tay
tré em. Doc k hirong dén si dung tricée khi ding. DNNK:...

200%

274 rd
Rx-Thubc ké don “Osn  weshY
DUOCETZ VN-XXXx-Xx i
Hoat chit-ham lwgng: Méi vién nén bao phim chzéa: paracetamol 325,0 mg,
tramadol 37,5 mg. Chi dinh, chong chi dinh, liéu ding, cich dung va céc
thong tin khic: xem t& hudng dan sir dung. Bio quﬁn Bao quan duédi 30°C.
Trénh 4nh sang va tranh 4m. Trinh bay: Hop 3 vi x 10 vién. S6 lo SX, NSX, HD:
xem Batch No., Mfg. Date, Exp. Date trén bao bi. San xuét béi: MEGA
LIFESCIENCES PUBLIC COMPANY LIMITED, dia chi: 515/1 Moo 4, Soi
8, Bangpoo Industrial Estate, Pattana 3 Road, Phraeksa, Mueang, Samutprakarn
10280, Thai Lan. Dé xa tdm tay tré em. Poc kj hudng dén sir dung trudc khi
diung. DNNK:....




Rx — Thuédc béin theo don
DUOCETZ

Vién nén bao phim

THANH PHAN:

Mbéi vién nén bao phim chira:

Paracetamol ............ccevevvveeinverveennnenne 325,0 mg
Tramadol ......cccceveveveveeeneencerereennn 37,5 mg

Ta dwgc:microcrystalline cellulose (PH 101), povidon K 30, tinh b{t ng6, tinh bdt natri glycolat,
magnesium stearate pharmagrade, opadry vang.

MO TA

Vién nén bao phim hinh thuén dai, mau vang. CD’[

DUQC LUC HQC -

Tramadol

Tramadol 14 thuéc giam dau téng hop loai opioid c¢6 tac dung giam dau theo co ché trung uong va c6 thé
gay nghién nhu morphin. Thudc va chét chuyén héa O-desmethyltramadol (M1) cia tramadol gén vao
thy thé gama ctia noron thin kinh va 1am giam sy tai nhap norepinephrin va serotenin vao té bao nén c6
tac dung giam dau. Chat chuyén héa M1 c6 4i lyc véi thy thé gama cao gdp 200 lan va tac dung giam
dau cao gip 6 lan tramadol.

Téc dung giam dau xudt hién sau khi dung thude 1 gio va dat tac dung t6i da sau 2 — 3 gio. Khéc véi
morphin, khéng gy giai phong histamin, khong anh huong dén tin sé tim va chirc ning thét tri va &
lidu diéu tri tramadol it Grc ché ho hdp hon morphin.

Paracetamol

Paracetamol 13 chit chuyén héa c6 hoat tinh ciia phenacetin, 12 thuéc giam dau ha sét hitu hiéu, c6 thé
thay thé aspirin; tuy vay, khéc véi aspirin, paracetamol khong c6 hiéu qua diéu tri viém. Véi lidu ngang
nhau tinh theo gam, paracetamol ¢6 tic dung giam dau ha st tuong ty aspirin.

Paracetamol 1am giam than nhiét & ngudi bénh sbt, nhung hiém khi 1dm giam than nhiét & ngudi binh
thudng. Thudc tac dong 1én ving dudi ddi gy ha nhiét, tda nhiét ting do gian mach va tang lwu lugng
mau ngoai bién.

Paracetamol, véi lidu didu tri, it tdc dong dén hé tim mach va ho hdp, khong 1am thay déi can bang
acid-base, khong gy kich (g, xudc hogc chdy mau da day nhu khi dung salicylat, vi paracetamol
khéng tac dung trén cyclooxygenase/ prostaglandin cuia hé than kinh trung wong. Paracetamol khong c6
tac dung trén tiéu cAu hogc thoi gian chiy méu.

DUQC PONG HQC

Tramadol

Tramadol hip thu t6t qua dudng tiéu héa nhung c6 su chuyén héa 14n ddu qua gan manh nén sinh kha
dung tuyét d6i ciia thudc chi dat 75%. Thoi gian dat ndng do t6i da trong mau khéc nhau gitra tramadol

va chét chuyén héa. Tramadol c6 ndng do téi da trong méu sau khi ding 2 gid, con sin phim chuyén
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héa M1 1a 3 gi¢. Thirc 4n it anh hudng dén sy hdp thu thudc. Trong méu thudc gén vao protein khoing
20% va dugc phan bd trong tit ca cac co quan véi thé tich phan bd khoang 2,7 lit/kg.

Trong co thé tramadol bj chuyén héa théng qua phan tmg N va O khir methyl dudi sy xtc tac clia 2
isoenzym CYP3A4 va CYP2D6. Dudi sy xtc tac cia CYP2D6, tramadol chuyén héa thanh M1 con tac
dung giam dau, do viy khi diing kém v6i mét s6 chét c6 kha ning gy cam (g isoenzym ndy s& lam
thay ddi tac dung cua tramadol. Hoat tinh cta isoenzym CYP2D6 cé tinh di truyén. Ti 1€ ¢6 hoat tinh
enzym yéu chiém khoang 7%. Ngoai sy chuyén héa qua pha I, tramadol va chét chuyén héa con bj
chuyén héa qua pha II théng qua phan tmg lién hop véi acid glucuronic hoic acid sulfuric.

Thuéc dugc thai trir chil yéu qua than (90%) va 10% qua phén, dudi dang chua chuyén héa chiém ti 1én
30% va da chuyén héa 13 60%. Thudc di qua nhau thai va sita me. Nira doi thai trir ctia tramadol 13 6,3
gid con cua M1 1a 7,4 gio.

Dugc ddng hoc clia tramadol thay ddi it theo tudi. G ngudi trén 75 tudi, nira doi tang nhe. O ngudi suy
than, d9 thanh thai ciia tramadol giam song song vé6i d6 thanh thai creatinin; Nira doi khoang 12 gio. O
ngudi suy gan, d§ thanh thai tramadol giam tiy theo mirc d¢ n3ng cua suy gan.

Paracetamol 027

Hdp thu: Paracetamol dugc hip thu nhanh chéng va hiu nhu hoan toan qua dudng tiéu héa. Néng do
dinh trong huyét twong dat trong vong 30 dén 60 phit sau khi uéng véi liéu diéu tri.

Phdn bé: Paracetamol phan bd nhanh va ddng déu trong phin 16n cic mé ciia co thé. Khoang 25%
paracetamol trong méu két hop véi protein huyét tuong.

Thai trir: Nira doi huyét tuong ctia paracetamol 1 1,25 — 3 gid, c6 thé kéo dai véi lidu gdy doc hodc &
ngudi bénh ¢ tén thuong gan.

Sau liéu didu tri, c6 thé nhin thdy 90 dén 100% thudc trong nudc tidu trong ngay thir nht, chii yéu sau
khi lién hop trong gan véi acid glucuronic (khoang 60%), acid sulfuric (khodng 35%) hogc cystein
(khoang 3%); ciing phat hién thdy mot lugng nho nhimg chit chuyén héa hydroxyl-héa va khir acetyl.
Tré nho it kha ning glucuro lién hgp véi thudc hon so véi ngudi 16n.

Paracetamol bj N-hydroxyl héa bos cytochrom P450 dé tao nén N-acetyl-benzoquinonimin, mdt chét
trung gian c6 tinh phan (g cao. Chit chuyén héa ndy binh thudng phan (mg véi cic nhém sulfhydryl
trong glutathion va nhu vy bi khir hoat tinh. Tuy nhién, néu udng lidu cao paracetamol, chit chuyén
héa nay dugc tao thanh véi lugng di dé 1am can kiét glutathion cuia gan; trong tinh trang d6, phéan mg
cua n6 véi nhém sulfhydryl cuia protein gan ting lén, c6 thé din dén hoai tir gan.

CHi PINH

DUOCETZ duge chi dinh didu trj c4c con dau vira dén ning.

LIEU DUNG VA CACH DUNG

Ngurdi 16m va tré em trén 16 tudi: Lidu t6i da 1 — 2 vien mdi 4 — 6 gio, khi cin thiét dé giam dau c6 thé
1én dén t6i da 8 vién / ngay.

Tré em dwéi 16 tudi: Do an toan va hiéu qua chua dugc thiét 1ap.

Nguwoi cao tudi:

Nhin chung khdng c6 sw khac biét v& an toan hogc duge dong hoc gitta céc dbi tugng > 65 tudi va ngudi

tré.



Mic dii nira doi thai trir ctia tramadol ting 17% sau khi udng & cc tinh nguyén vién trén 75 tudi, nhung
liéu lugng théng thudng c6 thé dugc sir dung. O nhimg bénh nhan trén 75 tudi, do c6 tramadol nén
khoang cach t6i thiéu gitra c4c lidu sir dung khong nén ngén hon 6 gid.

Suy thin

Béi vi c6 tramadol, viéc sir dung DUOCETZ khong dugc khuyén c4o & bénh nhén suy than n3ng (40
thanh thai creatinin <10 ml/phut). Trong trudng hop suy than vira (46 thanh thai creatinin tir 10 dén 30
ml/phit), khoang céch giita c4c lidu nén dugc ting 1én dén khoang 12 gidy. Tramadol dugc thai trir rét
cham qua th&m tach hoZc loc méu, vi vay sir dung thuc sau khi thdm tach dé duy tri tac dung giam dau
thuong khong cin thiét. 0\7

Suy gan -

Khéng nén str dung DUOCETZ ¢ bénh nhén suy gan nang. Trong trudng hgp suy gan trung binh, nén
xem xét viéc kéo dai khoang céch giira cac liéu.

CHONG CHIi PINH

- DUOCETZ khéng nén sir dung cho nhitng bénh nhén nhay cam véi tramadol, paracetamol, bét ctr
thanh phén ctia thubc hay opioid. Chdng chi dinh trong bét ky tinh huéng nao ma opioid dwgc chéng chi
dinh, bao gdm nhiém doc cAp tinh véi: rugu, thube ngl, thude gay nghién, thude giam dau trung wong,
opioid hay thuéc huéng thin vi né c6 thé 1am trAm trong thém anh hudng trén than kinh trung uong va
suy ho hép & nhimng bénh nhan nay.

- Suy gan néng.

- Pong kinh khong kiém soét dugrc.

- Bénh nhan dang ding IMAO trong vong 02 tuan.

CANH BAO & THAN TRONG

Canh bdo

Nguy co co gidt

Co gi4t da dugc béo co & nhitng bénh nhén sir dung tramadol & liéu lugng khuyén céo. Béo céo trén thi
trudng chi ra ring nguy co co giat ting 1én véi lidu tramadol trén lidu khuyén cdo. Sir dung ddng thoi
tramadol 1am tang nguy co co gidt & bénh nhan dung:

- C4c chét trc ché chon loc tai hdp thu serotonin (thudc chéng trdm cam SSRI hogc anorectics),

- Thuéc chéng trAm cim ba vong (TCAs), va céc hop chét tricyclic khéc (vi dy, cyclobenzaprin,
promethazin, vv).

- Céac opioid khéc.

Sir dung tramadol c6 thé 1am ting nguy co co giat & bénh nhan dang diing: thubc trc ché MAO, thudc an
than kinh, hoic c4c loai thubc khac 1am gidm ngudng co giat.

Nguy co co giét cling c6 thé tang & nhitng bénh nhén bj bénh dong kinh, ngudi cé tién sir co giat, hoc
bénh nhan c6 nguy co co gidt (nhu chin thuong dau, réi loan chuyén héa, ubng rugu va ngimg thudc,
nhiém tring hé than kinh trung vong). Khi quéa lidu tramadol, viéc diing chung v&i naloxon c6 thé 1am
tang nguy co co giét.

Nguy co tu tie

Khéng duge chi dinh DUOCETZ cho bénh nhén da ty tir hay d& bj nghién.

.
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Dung DUOCETZ thén trong cho bénh nhan dung thudc an thin, thudc chéng trim cam va bénh nhén sir
dung rugu qué mirc va ngudi bj ri loan cam xtic hoic trAm cam.

Vé6i nhitng bénh nhén bj trAim cam hodc tur tir, nén xem xét dén viéc sir dung thudc giam dau khong gay
nghién.

Trudng hop tir vong lién quan dén Tramadol da x4y ra & nhimg bénh nhan c6 tién sir rbi loan cam xiic
hay y tudng tu sat truéc d6 hodc c6 tién sir lam dung thudc an than, rugu va céc thube tac dong 1én hé
than kinh trung uong.

Nguy co hdi chirng Serotonin ' 0)7

Su phat trién cua hoi chiing serotonin de doa tinh mang c¢6 thé xa'l/y ra khi sir dung céc thudc chira
tramadol, bao gdm ca DUOCETZ, dic biét sir dung ddng thoi nhitng thudc serotonergic nhur SSRIs,
SNRIs, TCAs, MAOISs, va triptans, cdc thudc ndy 1am giam chuyén héa cua serotonin (bao gdm
MAOISs), va lam giam sy chuyén héa ctia tramadol (c4c chét irc ché CYP2D6 va CYP3A4). Diéu nay c6
thé xay ra khi ding diing liéu khuyén c4o.

Hdi chimg serotonin c6 thé bao gdm nhimg thay dbi vé tinh than, trang théi (kich dong, 4o gi4c, hén
mé), mét én dinh (nhip tim nhanh, huyét 4p khong én dinh, tang than nhiét), quang sai than kinh co
(tang phan xa, mét phdi hop) va / hoic céc triéu chimg tiéu héa (budn nén, non mira, tiéu chay).

Phan vmg phan vé

Phén tmg phan vé hiém khi gdy tir vong & nhimg bénh nhan dugc diéu trj voi tramadol. Phan tmg phan
vé thudng xay ra sau lidu dAu tién. Cac phan tmg dj img khéc bao gdm ngira, ndi mé day, co thit phé
quan, phit mach, hoai tir biéu bi va hoi chimg Stevens Johnson. Bénh nhan c6 tién sir phan (g phan vé
v6i codein va cac opioid khac c6 thé c6 nguy co cao va khong nén ding DUOCETZ.

Suy hé hdp

Sir dung DUOCETZ thén trong & nhimg bénh nhan c6 nguy co suy hd hdp. O nhitng bénh nhan nay, nén
xem xét dén cac thuéc giam dau khong opioid khéc. Khi lidu cao tramadol dugc diing véi thudc gay mé
hoic ubng rugu, thi suy ho hép c6 thé xay ra. Nén diéu trj suy ho hdp khi ding thudc qua liéu. Néu ding
naloxon, thi nén sir dung mgt cach thén trong vi né c6 thé thic déy con co giét.

Twong tdc véi thudce khdc: Than kinh trung wong (CNS)

DUOCETZ nén sir dung mdt cdch thén trong va giam lidu khi dung cho bénh nhén dang dung thudc trc
ché thin kinh trung wong nhu rugu, thuéc phién, thuéc gay mé, thudc ngu, phenothiazin, thuéc an than
hogc thuéc ngt an thin. Tramadol 1am ting nguy co trén hé thin kinh trung wong va suy hé hip & nhitng
bénh nhén nay.

Twong tdc véi ruwgu va lam dung thuéc

Tramadol c6 thé c6 téc dung phu khi sir dung két hop véi rugu, thudc phién khéc, hojc ma tiy gy suy
yéu hé than kinh trung vong.

Téng dp lue ndi so hodc chdn thwong dau

DUOCETZ nén dugc str dung than trong & nhirng bénh nhén tang dp luc ndi so hodc chén thuong dau.
Téc dong trc ché hé hép ciia céc opioid bao gdm giit carbon dioxid va 4p lyc dich ndo tity thir cAp cao va
c6 thé tang 1én dang ké & nhitng bénh nhan nay. Ngoai ra, nhimg thay ddi ddng tir (co dong tir) clia
tramadol c6 thé che khuét sy tdn tai, mirc d9, hodic qué trinh bénh ly ndi s. Céc béc si cling nén hét st
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luu y dén téc dung phy cua thube khi d4nh gia trang thai thin kinh & nhitng bénh nhan nay néu ho dang
dung DUOCETZ.

St dung cho bénh nhdn ngoai tri

Tramadol c6 thé 1am giam tinh thin va thé chét, cAn luu y cho viéc thyc hién cic nhiém vy nguy hiém
nhu 14i xe hay van hanh may méc. Nén canh béo cho c4c bénh nhan dang sir dung thudc nay.

St dung véi thuéc trc ché MAO va irc ché tdi hdp thu Serotonin

Sir dung DUOCETZ cén hét strc than trong & nhimg bénh nhan dung thuéc trc ché monoamin oxidase.
C4c nghién ctru trén dong vét cho thiy ting sb lugng chét khi ding két hop tramadol véi thudc trc ché
MAO. Sir dung ddng thoi tramadol véi cac thube trc ché MAO hoc SSRI 1am ting nguy co tac dung
phy, bao gdm ca dong kinh va hoi chimg serotonin.

S dung vdi ruou O?:T
DUOCETZ khong nén dugc str dung khi uéng rugu. Stir dung DUOCETZ & nhitng bénh nhan bi bénh
gan khéng dugc khuyén cdo.

Sir dung cdc thudc khdc cé chira paracetamol

Do paracetamol gy doc gan & lidu cao hon lidu khuyén cdo, DUOCETZ khéng nén diing ddng thdi véi
céc thudc chira paracetamol khc.

Nguy co qud liéu

Bénh nhan dung tramadol nén dugc canh bdo khéng dugc vuot qué liéu khuyén cdo clia bac si.
Tramadol & liéu qué cao, hofic mt minh hoic két hgp véi trc ché thin kinh trung wong khac, bao gdm ca
rugu, 13 mot nguyén nhan gy tir vong lién quan dén thubc. Bénh nhén nén dugc canh béo vé viéc sir
dung ddng thdi cac thuéc chira tramadol va rugu vi tic dung phu nghiém trong trén than kinh trung
uong. Béi vi tadc dung tc ché cdng hgp cua né, tramadol nén dugc sir dung mdt cach than trong cho
nhitng bénh nhan phai sir dung ddng thoi céc thudc giam dau, thube an thin, thudc gian co, thudc chéng
trAm cam ba vong, hoic céc loai thuc trc ché thin kinh trung vong khéc. Bénh nhan cin dugc thong béo
vé téc dung trc ché khi két hop thuéc .

Héu qua nghiém trong ciia qua lidu tramadol 1 trc ché hé thn kinh trung wong, trc ché hd hép va tir
vong. M@t sb trudng hop tir vong d xay ra do tinh c& nudt phai mot lugng 16n tramadol hodc két hop
v6i cac thube khéc. Trong diéu trj qua lidu, cin chi y théng khi cing véi diéu trj hd trg.

Hau qua nghiém trong clia qué liéu paracetamol 12 hoai tir gan, din dén suy gan va tir vong. Phai cép ciru
ngay 14p tirc va bit ddu diéu trj ngay 1ap tirc néu nghi ngd ding qué liéu, tham chi néu céc triéu chimg
khong 10 rang.

Hgi chumg cai thuée

Hoi chimg cai thubc néu ngung dot ngdt DUOCETZ. Triéu chimg bao gdm lo ling, 46 md hoi, mét ngu,
rét run, dau, budn ndn, run, tiéu chay, triéu chimg dudng ho hp trén, ndi da ga, va hiém khi &o giéc. Céc
triéu chimg khéc da dugc bdo céo khi ngimg tramadol va paracetamol bao gbm: hoang loan, lo ling
nghiém trong va dj cam. Kinh nghiém 14m sang cho thy c4c hdi chimg cai thudc c6 thé tranh dugc bing
cach giam lidu tir tir.

Thén trong

| &}



Thdn trong chung: Khong dugc ding qué liéu khuyén céo. Khéng dugc ding Duocetz véi cac thudc
chira paracetamol va tramadol.

Tré em: D§ an toan va higu qua ciia Duocetz chua dugc nghién clru & tré em

Nguoi cao tudi: Lya chon liéu cho bénh nhan cao tudi nén phai than trong.

Truong hop dau bung cdp: Sir dung Duocetz c6 thé 1am phirc tap thém viéc danh gié trén 14m sang cia
bénh nhan dau bung c4p.

Str dung cho bénh nhdn suy thén

Tramadol va paracetamol chua dugc nghién ctru & bénh nhan suy chirc ning thén. Theo kinh nghi¢m
cho thiy chirc nang than suy giam gdy giam ti 16 va mirc d¢ bai tiét cia tramadol va c4c chét chuyén hoa
c6 hoat tinh ctia né (M1). G nhitng bénh nhan ¢6 d¢ thanh thai creatinin dugi 30 ml/phut, liéu khuyén
céo thoi gian ding DUOCETZ dugc tang khong qua 2 vién méi 12 gio.

Str dung cho bénh nhdn suy gan O)T

Tramadol hydrochlorid va paracetamol vién chua dugc nghién ctiru & bénh nhén/suy chtrc ndng gan.
Viéc str dung DUOCETZ & bénh nhan suy gan khéng dugc khuyén céo.

Bic si cin canh bo bénh nhan v& cac d4u hiéu ciia phan tng trén da nghiém trong nhu hdi chimg
Stevens-Johnson (SJS), hoi chimg hoai tir da nhiém doc (TEN) hay hgi chimg Lyell, hgi chimg ngoai
ban myun mi toan than cp tinh (AGEP).

Théng tin cho Bénh nhdn

Bénh nhén nén dugc théng bao ring DUOCETZ c6 thé gdy co giét va / hoic hdi chimg serotonin khi sir
dung ddng thoi véi serotonergic (bao gdm ca cac SSRI, SNRIs, va triptans) hoac thudc 1am giam giai
phéng cac chét chuyén héa ciia Tramadol.

DUOCETZ khéng diing chung véi cac d6 ubng chira con.

Bénh nhan cin dugc huéng din khong uéng Duocetz két hop véi céc thudc chira tramadol or
paracetamol.

DUOCETZ phai sir dung than trong khi ding vé6i cac thuéc thuéc an thin, thuéc ngi hogc céc thude
giam dau gdy nghién khéc.

Bénh nhan cn théng bao cho bac s néu dang mang thai, nghf ring c6 thé c6 thai, hogic dang cb géng thy
thai.

Bénh nhan nén hidu rd don liéu, lidu t6i da trong 24 gir va khoang thoi gian gitta céc liéu, vi vugt nhitng
khuyén nghij ndy c6 thé din dén suy ho hip, co gidt, nhiém doc gan va tir vong.

TUONG TAC THUOC

Tramadol

Cdc chat irc ché CYP2D6 va CYP3A44

Ding ddng thoi céc chét e ché CYP2D6 vi‘hoic CYP3A4 nhu quinidin, fluoxetin, paroxetin va
amitriptylin (thudc trc ché CYP2D6), va ketoconazol va erythromycin (thudc trc ché CYP3A4), c6 thé
lam giam giai phong cac chét chuyén héa ctia tramadol, tdng nguy co tic dung phy nghiém trong bao
gdm co giat va hgi chimg serotonin.

Cdc thuéc serotonergic



D ¢6 céc bao cdo vé hdi chimg serotonin khi két hgp tramadol véi SSRIs / SNRIs hoiic MAOIs va
thudc chen a2-adrenergic. Can than trong khi ding ddng thdi Duocetz véi cac thudc khac anh hudng
dén hé théng din truyén than kinh serotonin, nhu SSRIs, MAOIs, triptans, linezolid, lithium. Néu diéu
tri ddng thoi DUOCETZ véi mét loai thudc anh hudng dén hé théng din truyén thin kinh serotonin thi
can dugc dam bao vé mt 1am sang, quan sat cin than bénh nhén, dc biét 1 trong thoi gian du diéu tri
va ting liéu.

Nhom thuée triptan

Dya trén co ché tic dong ciia tramadol va nguy co gdy hoi chimg serotonin, cin than trong khi ding
dong thdi DUOCETZ véi triptan. Néu diéu trj ddng thoi tramadol va paracetamol véi triptan thi cin
dugc dam bao vé& mat 1am sang, quan st cin than bénh nhén, dic biét 12 trong thoi gian diu diéu trj va
tang lidu.

Carbamazepin CD:(

Bénh nhan ding carbamazepin c6 thé 1am giam dang ké tac dung giam dau cua tramadol. Béi vi
carbamazepin lam ting chuyén héa tramadol va vi nguy co co giét khi két hgp véi tramadol, khéng nén
dung ddng thdi DUOCETZ va carbamazepin.

Quinidin

Tramadol dugc chuyén héa thanh M1 boi CYP2D6. Quinidin 1a mot chét trc ché chon loc cuia isoenzym;
do d6 diing ddng thdi quinidin va tramadol 1am tang ndng d6 ciia tramadol va giam ndng d6 M1. T4c
dung cta tuong ta ndy khong rd rang trén 1am sang. Trong in vitro, tramadol khéng anh hudng dén sy
chuyén héa quinidin.

Cdc thudc tdc dpng dén Tramadol

Céc nghién ctru tuong téc thube trong in vitro & microsomes gan ngudi chi ra ring diing ddng thdi véi
cac thubc e ché CYP2D6 nhu fluoxetin, paroxetin, va amitriptylin c6 thé tc ché chuyén héa cua
tramadol. Dung c4c chét trc ché CYP3A4 nhur ketoconazol va erythromycin, hogic cdc chét cam tng
CYP3A4 nhu rifampin va St. John’s Wort véi DUOCETZ thé anh huéng dén sy chuyén héa cua
tramadol.

Anh huéng cia tramadol dén cdc thudc khdc

Trong nghién ctru in vitro cho thdy tramadol khéng tic ché CYP3A4 — chuyén héa trung gian cia céc
thuéc khac khi tramadol dugc dung ddng thdi & lidu diu tri. Tramadol khdng kich thich sy chuyén héa
trong co thé ngudi vi ndng d6 tdi da trong huyét tuong dugc quan sét sau nhiéu liéu udng cao hon so véi
dir liéu du kién vé don liéu.

Cimetidin

Duing ddng thdi DUOCETZ va cimetidin chua dugc nghién ciru. Diing ddng thoi tramadol va cimetidin
khong din dén thay déi dang k& v& mat 1am sang vé dugc dong hoc ctia tramadol. Vi vdy, khong c6 thay
déi liéu lugng DUOCETZ.

Warfarin

Tramadol c6 giy nhimg thay ddi nhé 1én tic dung cua warfarin, bao gdm ting thoi gian prothrombin.
Ruwou




Rugu lam ting tac dung an than ctia thudc giam dau opioid. Anh hudng trén sy tinh tdo nén c6 thé gay
nguy hiém cho ngudi khi 14i xe va van hanh may méc.

Trénh sir dung céc loai d6 udng c6 cdn va cac thube c6 chira cdn khi dang sir dung thuée nay.

Chat déi khdng opioid (buprenorphin, nalbuphin, pentazocin)

Giam tac dung giam dau bing cach canh tranh tac dung tai cac thy thé, véi nguy co xay ra hoi chimg cai
thudc.

Cdc ddn xudt opioid khdc (bao gom ca thudc diéu tri ho va liéu phdp thay thé), benzodiazepin va
barbiturat

Gia tang nguy co (rc ché ho hdp c6 thé gay tir vong trong trudng hop qué liéu.

Cdc thudc trc ché hé than kinh trung wong, chdng han nhir dan xudt opioid (bao gém thudc diéu tri ho va
li¢u phdp thay thé), barbiturat, benzodiazepin, thudc giam lo du, thudc an than, thuéc chong tram cam
an than, thudc khang histamin an thdn, thuéc an thén kinh, thuéc chong ting huyét dp tdc dong trung
wong, thalidomid va baclofen. O)—T

Nhirng loai thuéc ndy c6 thé 1am tang tac dung irc ché trung wong. Anh hudng trén sy tinh tdo nén c6 thé
gay nguy hiém cho ngudi khi 14i xe va van hanh may méc.

Cdc thudc giam ngudnmg co gidt, nhu bupropion, thuéc chong trdm cam ikc ché tdi hdp thu serotonin,
thuéc chong tram cam ba vong va thudc an thdn kinh.

Sir dung ddng thoi tramadol véi cac thude nay c6 thé 1am tang nguy co co giét.

Trong mét sb it nghién ciru, viéc sir dung thube chéng nén dbi khang thu thé SHT; ondansetron trudc
hogc sau phiu thudt 1am tang nhu ciu tramadol & bénh nhan dau sau phau thust.

Paracetamol

Thudc uéng chong dong mdu

Ubng dai ngay liéu cao paracetamol lam tang nhe tac dung chéng déng mau clia coumarin va dan chat
indandion. Dir liéu nghién ctru cdn mau thuén nhau va con nghi ngd vé tuong tic ndy, nén paracetamol
dugc ra ding hon salicylat khi cin giam dau nhe hogc ha sét cho ngudi bénh dang diing coumarin hogic
din chét indandion.

Cén phai cht y dén kha nang gy ha than nhiét nghiém trong & ngudi bénh dung ddng thoi phenothiazin
va liéu phép ha nhiét (nhu paracetamol).

Ruwou

Ubng rugu qué nhidu va dai ngay c6 thé 1am tang nguy co gay doc cho gan cuia paracetamol.

Thudc chong co gidt

Thudc chéng co giat (phenytoin, barbiturat, carbamazepin) gdy cam tmg enzym & microsom gan, ¢6 thé
lam tang tinh doc hai gan ctia paracetamol do ting chuyén hoa thuée thanh nhing chét doc hai véi gan.
Ngodi ra, diing ddng thdi isoniazid véi paracetamol ciing c6 thé d4n dén tang nguy co doc tinh véi gan,
nhung chua xéc dinh dugc co ché chinh x4c ciia tuong tic ndy. Nguy co paracetamol gy doc tinh gan
gia tang dang ké & ngudi bénh udng liéu paracetamol 16n hon liéu khuyén dung trong khi dang dung
thudc chéng co giat; tuy vay, ngudi bénh phai han ché ty dung paracetamol khi dang ding thubc chéng
co git hogc isoniazid.

Probenecid
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Probenecid c6 thé 1am giam dao thai paracetamol va 1am ting thoi gian nira doi trong huyét twong clia
paracetamol.

Isoniazid va cdc thudc chéng lao

Isoniazid va c4c thuéc chéng lao 1am tang doc tinh ciia paracetamol déi véi gan.

Metoclopramid hoic domperidon 1am tang téc d6 hp thu ciia paracetamol va cholestyramin 1am giam
hép thy paracetamol.

PHU NU'MANG THAI VA CHO CON BU

Phu nit mang thai O}T

Téc dung gdy quéi thai: Phan loai nhém C -

Khéng c6 tac dung gy quéi thai dugc quan sét thdy trong cac thé hé con chau cta nhitg con chudt
dugc diéu trj bing dudng udng véi tramadol va paracetamol. Ddc tinh phéi va thai nhi bao gdm giam
trong lugng clia thai nhi va ting sé lugng xuong sudn.

Chua c6 nghién ctru ddy di va c6 kiém soét & phu nir mang thai. DUOCETZ nén dugc sir dung trong
qud trinh mang thai khi da tinh toan k¥ gitra hiéu qua va nguy co gy ddc hai véi thai nhi.

Duocetz khong dugc dung truéc khi chuyén da hoic trong khi chuyén da trir hiéu qua mong doi that sy
[6n hon nguy co. Phy nit mang thai néu ding tramadol dai ngay c6 thé gdy nghién thudc va héi chimg
cai cho tré sau khi sinh.

Phuy ni¥ cho con bu

Do tramadol vao sita me va sy an toan cho tré so sinh va tré nho sau khi diing thuéc chira dugc nghién
ctt, nén khong dung thudc trong thdi thdi ky cho con bu.

ANH HUONG CUA THUOC PEN KHA NANG LAI XE VA VAN HANH MAY MOC

Vi tramadol 1am giam tinh than va thé chit, do d6 khong sir dung DUOCETZ cho ngudi 14i xe va van
hanh may méc.

TAC DUNG KHONG MONG MUON

Céc tac dung khong mong mudn thudng gap nhit trong céc thir nghiém 1am sang dugc thyc hién véi sy
két hop paracetamol/tramadol 12 budn non, chéng mit va budn ngu.

Tén suéit xut hién c4c tac dung khong mong muén dugc quy dinh nhu sau: rét thudng gap (= 1/10),
thudng gip (> 1/100 dén <1/10), it gip (> 1/1000 dén <1/100), hiém gap (> 1/10000 dén <1/1000), rét
hiém gip (<1/10000).

Réi loan hé tim mach:

« it gap: tang huyét &p, d4nh tréng nguc, nhip tim nhanh, loan nhip.

RGi logn hé thén kinh trung wong va hé than kinh ngogi bién:

« Rét thudng gip: chéng mit, budn ngu.

* Thudng gip: dau diu ring minh.

« [t gap: co co khong ty chu, di cam, U tai.

» Hiém gap: mét thing bing, co giat, ngit xiu.

Réi loan tém thadn:

« Thudng gap: réi loan, tim trang bat 4n (lo 4u, cang thing, hung phén), rbi loan giéc ngu.

« [t gap: trdm cam, 4o gidc, 4c mong, mét tri nhé.

&



» Hiém gap: phu thudc thudc.
Qidm sdt sau tiép thi

Rt hiém gap: lam dung.

RGi loan tém nhin:

» Hiém giip: nhin mo.

R6i loan hé hé hdp:

« it gép: kho the @ﬂ

Réi logn da day-ruét: _

* Rit thudng gip: budn non.

* Thudng gip: nén mira, tdo bén, khd miéng, dau bung tiéu chay, kho tiéu, diy hoi.

 {t gap: khé nuét, phan den.

R6i logn gan va mdt :

+ {t gap: tang transaminase gan .

Réi loan da va cdc phcfn phu thudc da:

« Thudng gip: d6 md hoi, ngira

« {t gap: phan (mg da (phat ban, mé day).

R6i loan hé tiét niéu:

« ft gap: albumin niéu, rdi loan tiéu tién (tiéu khé va bf tidu).

Toan than:

» {t gap: run rdy, néng bimg mit, dau nguc.

R6i logn chuyén héa va dinh duwong:

» Khéng biét: ha dudng huyét

Mic di khong dugc quan sét thdy trong cac thir nghiém 14m sang, nhung sy xuét hién cia céc tic dung
khong mong mudn lién quan dén viéc sir dung tramadol hoic paracetamol ciing khong thé bj loai trir:
Tramadol

* Ha huyét 4p tu thé, nhip tim cham, nga quy (tramadol).

» Viéc theo ddi giam s4t tramadol sau khi luu hanh trén thij trudng cho thiy né rat hiém khi 1am thay d6i
tac dung ctia warfarin, ké ca ting thoi gian dong méu.

* Hiém gip: phan tmg di tmg véi céc triéu chimg ho hdp (vi du kho thé, co thit phé quan, thd kho khe,
phit mach) va séc phan vé.

* Hiém giip: thay dbi cam gi4c ngon miéng, yéu co, va {rc ché ho hip.

+ Sau khi ding tramadol, c6 thé xay ra nhitng tic dung phy tim thin khac nhau v& cudng 6 va tinh chét
(phu thugc vao timg c4 nhén va thoi gian dung thubc). Bao gdm nhimng thay ddi tm trang, nhimg thay
dbi trong hoat dong va nhimg thay ddi trong nhan thirc va nang lyc.

« Lam x4u di cta bénh hen suyén mic du mbi quan hé nhan qua chua dugc thanh 13p.

« Céc triéu chimg cua phan (mg ngung thudc, twong tu nhu trong héi chimg cai thubc c6 thé gdbm: tinh
trang kich dong, lo ling, cang thing, mit ngu, ting dong, run va triéu chimg tiéu hoa. Néu ngung str
dung dot ngdt tramadol, céc triéu chimg ngung thubc rt hiém c6 thé gdm: con hoang loan, lo ldng
nghiém trong, 4o giac, di cam, u tai va céc tri¢u chimg than kinh trung wong bat thuong khéc.



Paracetamol

» C4c tac dyung phy clia paracetamol 12 rét hiém nhung phan tmg qua mn nhu phat ban da c6 thé xay ra.
D4 ¢6 bao céo vé loan tao mau bao gdm ca giam tiéu cAu va gidm bach ciu, nhung khong nhét thiét lién
quan dén paracetamol.

» D4 c6 mt vai bdo cdo cho thdy paracetamol c6 thé 1am giam prothombin méu khi diing chung véi céc
hop chét giéng warfarin. Trong cac nghién ctru khéc, thdi gian prothrombin khong thay ddi.

« Rét hiém gap phan (mg da nghiém trong.

Théng bdo ngay cho bdc si nhitng tdc dung khong mong mudn gdp phai khi st dung thuéc.

QUA LIEU VA PIEU TR

Biéu hién: @'f

Duocetz la thubc phéi hop da thanh phan. Biéu hién 1am sang clia viéc dﬁr;g thudc qué liéu c6 thé 1a cac
d4u higu hay triéu chimg ctia ngd doc tramadol, paracetamol hay cuia cé hai.

Cdc trigu chimg ciia qud liéu do tramadol:

V& nguyén tic, ngd doc vai tramadol, cAc triéu chimg tuong ty nhu khi ngd doc cac thube giam dau tac
dung trung wong khéac (thubc phién). Triéu chimg dic biét bao gdm: co ddng tir, ndn, truy tim mach, rdi
loan y thirc d4n dén hon mé, co giat va trc ché ho hip din dén ngimg ho hép.

Cdc tri¢u chimg cua qud liéu do paracetamol:

Qué liéu 12 mdi quan tim dc biét & tré nho. Céc triéu chimg ctia qua lidu paracetamol trong 24 gidr diu
tién 12 xanh xao, budn nén, ndn, chn an va dau bung. Tén thuong gan c6 thé xuit hién sau 12-48 gi
sau khi ung. Bat thuong vé chuyén héa glucose va toan chuyén héa cé thé xay ra. Trong trudng hop
ngd doc ndng, suy gan c6 thé tién trién dén bénh ndo, hon mé va tir vong. Suy than cip véi hoai tir Sng
than cip c6 thé phét trién ngay ca trong trudng hop khong c6 ton thuong gan nghiém trong. Loan nhip
tim va viém tuy ciing da dugc bdo céo.

Tén thuong gan c6 thé xay ra & ngudi 16n da sir dung 7,5-10 g paracetamol hozc nhiéu hon. D6 1a do ¢6
mét Iugng du ciia mot chét chuyén héa doc hai (thudong dugc khir doc bing glutathion khi ding liéu
didu trj cia paracetamol), c6 thé tich liiy gdy doc hai cho gan.

Xur tri:

Diéu trj khén cép:

- Chuyén ngay dén trung tdm y té chuyén nganh.

- Duy tri chirc ning hé hip va tun hoan.

- Trudc khi bt dAu didu tri, nén 14y mau dé do ndng do cua paracetamol va tramadol trong huyét twong
va 1am céc xét nghiém gan.

- Thyc hién céc xét nghiém gan tai thdi diém ban diu (qua lidu) va 13p lai m&i 24 gidy. Thudng thiy c6 sy
gia ting c4c enzym gan (ASAT, ALAT) va trd lai binh thudng sau mét hogc hai tuan.

- Gay non (khi bénh nhén c6 y thirc) dé 1am sach da day bang cach kich thich hogc rira da day.

- Thyc hién c4c bién phap hd trg nhu duy tri thong khi quan va duy tri chiic ning tim mach; sir dung
naloxon dé didu trj e ché ho hép; 6 thé kiém soat tét voi diazepam.

- Thim phan hoc loc méu chi loai bo duge mét lugng nhé tramadol. Do d6 diéu trj ngd doc chp tinh véi
Duocetz bing thAm phén hogc loc mau 1a khong thich hgp dé giai doc.

retamn,



- Chéin doén sém rét quan trong trong diéu trj qué liéu paracetamol. Mic di thiéu cac d4u hiéu sém quan
trong, nhung ciing phai chuyén bénh nhan dén bénh vién cip ctru ngay 14p tirc @& dugc cham séc y té va
bét ky ngudi 16n hogic thanh thiéu nién nao da ubng khoang 7,5 g paracetamol hoic nhidu hon trong
vong 4 gidr hogc bét ky dira tré nao da ubng >150 mg/kg paracetamol trong vong 4 gidr déu nén dugc rira
da day. Nén do ndng do paracetamol trong méu sau hon 4 gid sau khi ding qué lidu dé c6 thé danh gia
nguy co phat trién tén thuong gan. Uéng methionin hogc tiém tinh mach N-acetylcystein (NAC) c6 thé
c6 tac dong c6 1gi 1én dén it nhit 48 gidy sau khi ding qua liu. Tiém tinh mach NAC cho higu qua tét
nhit khi sir dung trong vong 8 gidr sau khi udng qua lidu. Tuy nhién, NAC vén nén dugc sir dung trong
trudmg hop thoi gian qué lidu 16n hon 8 gid va tiép tuc didu trj hd trg tich cyc. Diéu trj véi NAC phai
dugc bat dau ngay 1ap tirc khi nghi ngdy ngd doc liéu 16n kém véi didu trj hd trg.

Thubc giai doc dac hiéu cho paracetamol, NAC, nén dugc dung dudng ubng hogc tiém tinh mach, cang
sém cang tdt, néu c6 thé, trong vong 8 gid sau khi ding qué liéu.

BAO QUAN: Bao quan dudi 30°C. Trénh 4nh sang va 4m.

HAN DUNG: 24 thang tinh tir ngdy san xuét 0)’(

TIEU CHUAN: tiéu chuin cia nha san xuét B

TRINH BAY

Hop 3 vi x 10 vién

Khong ditng thudc khi @@ qud han sir dung

Doc kj hwéng din sir dung trude khi ding

Néu ciin thém thong tin xin héi y kién bdc sp.

Dé thudc xa tim tay tré em.

San xudt béi: MEGA LIFESCIENCES PUBLIC COMPANY LIMITED

515/1 Moo 4, soi 8, Bangpoo Industrial Estate, Pattana 3 Road, Phraeksa, Mueang, Samutprakarn 10280,
Thai Lan
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