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Diing v che thude tre ché thin kinh trung romg, bao gdm ruou .

S dyng ddng thdd tramadol (md! thanh phan hoat ohit trong ULTRACET) bing voi obo ehilt (re ehd
thAn Kinh trung vong, bao abm rou, ¢6 the oAy the dung hiép 8dng cdng tre chi than kinh trung womg,
bao gdm an thAn qua mirc va (re chd hd hp. CAn phal sy dyng thin trong va gidm fdu ULTRACET khi

bdnh nhan dang s dung cac thude tre ché hd thin kinh trung wong. (xem Tuong I4C thube)

Ting &p hve ndl 8¢ hodie chin thuong dhu
Nan than trong khi st dyng ULTRACET tho binh nhn bj thng &p e hoi 8o hode chn hiromg 8.

Phy thude thude vi tidm niing lam dyng

ULTRACET ¢éhira tramadol 1a mdt thanh phin host chlt Mt philn ta te dyng gidm dau i INLTRACET do sy
8 kBt cda hoat chél, tramadol, vii thy thd mu-opiold. Khi g dung oplold 1p lal, cb thd xult hién su dung nap, sy
ohy thudc v th chAt va thm Iy, ngay cA & ibu khuyén co. Danh gid timg bénh nhan vh nguy co phy thude vA
lam dyng opioid tnrdrc Khi kd 8en ULTRACET vA theo ddi 1A cA cAc bnh nhin dang 80 dyng ULTRACET vé gy
yulll hidn chc hanh vi ndy. Nouy co gia tAng & nhirng benh nhan cb in &k o4 nhan hode gia dinh lam dyng chit
oAy nghidn (bao gdm lam dyng hodie nghién nrou hode ma tiry) hodic cb bénh i tAm than (v dy, trhm cAm ndng)

Khang ndn sir dung ULTRACET cho céc bnh nhin nghién oploid. Tramadol g8y 141 phy thue v8 miit thd chAt cho
mdt 88 bdnh nhAn mA tnrdre 86 phy thude oplold khac ‘

Nguy co ddc tinh trén gan thng khi ding vor mgu
Vi ngudni nghidn nrgu man tinh niing, nguy co nhidm ddc gan tng khi dung qué nhibu paracetamel,

Ngimg didu tri

Cac tridu chimg cai thude cd thé xdy ra nbu ngimg dung ULTRACET 60t nodt. Cée com hodng 89, ko ting thai qué.
30 gidc, df cAm, U tal vA cdc 1 chimg bt thurdmg cia hé thin kinh trung Fong rht hibm BUge bio cdo khi ngirng
ding tramadol hydrochloride a0t ngdt. Kinh nghiém 1am sAng cho thiy céc tribu chimg cai thubc o8 thd gidm bang
cach gidm Kdu tir tr,

Sir dung véi che thude the dyng trén h§ serotonergic
Hat sirc than trong khi sir dyng ULTRACET trén bdnh nhan dang dung cAc thude the dung trén hd serotonergic bao

odm céc thude SSRI. Sir dung aba thivi tramadol véri cac thude the dung trén h§ serotonergic bao gdm tHudc SSRI
lAm ting nuy co Xy ra cAc bién oA bAt I, bao gdm chimg co giét va hi chimg serotonin (xem Tiong tée thudc).
Suy thin

ULTRACET chura duoe nghién ciru & bénh nhan suy than. Véi bdnh nhan cb 80 thanh thai creatinine dudd 30 mL/
phit khuyén cdo ting khodng cAch gitra cAc ibu ULTRACET khong virgt qua 2 vién mdi 12 gid, drdin

Suy gan

Khdng khuyén céo ding ULTRACET cho bénh nhan suy gan ning.

Céac phén (mg trén da nghiém trong |

RAt hidm o b4o 4o vb cAc phan (mg trén da nghidm trong nhu hdi chimg ngoai ban myn mu todn than cdp tinh
(AGEP), hdi chimg Stevens-Johnson (SJS) va hogi tr thugng bi nhidm adc (TEN) trén bénh nhan ding paracetamol,
N&n thong bao cho bénh nhan nhimg dAu hidu clia cac phan (mg trén da nghidm trong nay, va nén ngimg dung
thubc ngay khi théy bidu hidn dAu tién clia phat ban hay bét ky dau hiéu qua man khac. |

Giam natri huyét
Hidm cb bao 4o vé gidm natri huy&t khi sz dyng ULTRACET, thuomg g3p & bénh nhan o6 sin yéu td nguy co, nhu

banh nhan a0 tudi vahoac bénh nhan ding cac thudc 8dng thdi ma 0o g4y gidm natri huyét Trong mOt s0 bao cdo,
sy giam natri huyét nay dudmg nhu 14 do hdi chimg it hormone chdng loi nidu khdng thich hop (SIADH) va duorc gidi
quyét bing cach ngimg sir dyng ULTRACET va diéu trj thich hop (vi du han ché dich). Trong khi diu tri ULTRACET,
km:yéncaotheoaoacecdéuhseuvameudwcrnga)agaamnamhuyéta&véieacbenh nhan c san yéu tb nguy co.

Thén trong chung
Khdng nén ding qué lidu ULTRACET @4 dugrc khuyén co.

Khdng nén ding ULTRACET cling véi cac thubc khéc chira tramadol hodc paracetamol.

Phu nir cho con ba - - 125 C ,
Khdng khuyén c4o cho con bu khidangdnéutlivbitramadoldocécphén&ngbétlvinghiémhvngﬁémnéng trén
tré bl me. Nhirng phan Umg bét loi ndy bao gm: ué oai, ngl nhidu, kho cho &n hodc cac bénh Iy ho h&p nghiém

trong, tham chi 1a tr vong.

TUONG TAC THUOC )
Dura trén cac dac tinh duoc lue hoc va duge ddng hoc, tramadol va paracetamol thé hién tiém nang fuong tac
duoc e hoo va duge 8dng hoc. Cac loal trong tac khac nhau, cic khuyén co chung o0 lién quan va danh sach
cac vi du duoc md ta dudi ddy. Danh sach cAc vi dy nay khdng dly du, do d6 khuyén céo tham kho t& thong tin
sénphémdxatimgbaimuécdwcdﬁngdmgvéitramado!vaparacetamoldébiétcécmbngﬁnliénquandéndc
oonauangwmgtéc.nguywtiéménvécéchénhOOngwméliénquanaéns&dwgd&'gﬂwi..

Bang 1. Twong tac thudc véi ULTRACET

Céc chét trc ché CYP2D6
Co ché: | Uc ché men din dén giam toc 66 chuyén hoa clia tramadol.

Anh hudng | Str dung 6dng thoi ULTRACET va cAc chét (rc ché CYP2D6 ¢6 thé d3n dén sy gia ting

14m sang: | ndng @5 tramadol trong huyét trong va giam ndng 6o M1 trong huyét twong, dac biét
khi them chét trc ché sau khi dat duoc liéu ULTRACET 6n dinh. Vi M1 1a mdt chat chi
van p-opioid manh hom, gidm ndng dd M1 c6 thé dén dén giam hiéu qua didu trj va cac
dhy higu va tridu chimg cai opioid & bénh nhan @ phy thudc vé thé chét véi tramadol.
Tang ndng @0 tramadol cb thé dan dén ting hodc kéo dai tac dung diéu trj va tang nquy
co 86i véi cac bién cb bt loi nghiém trong bao gbm co gidt va hi chirng serotonin.
Sau khi ngimg mdt chét rc ché CYP2DB, do téc dyng ciia chat e ché giam, ndng 6
tramadol trong huyét twong sé gidm va nong 4o M1 mghwéttumgséﬁglén,cb .
thé din dén ting hodc kéo dai tAc dung diéu trj nhung clng tng phan (mg bat lgi lién
quan 6én ddc tinh opioid va c6 thé gay (rc ché hd hdp ¢ kha nang dan dén tlr vong
(xem Dé&c tinh dugc ly ~ Déc tinh duge ddng hoc). i =r )
Canthiépréuénsbdungdbnngaimotd\éu‘rcd)é CYP2D8, theo ddi chat ché bénh nhén
vé cc phan (g bét lgi bao gdm cac triéu chirng cai opioid, co gidt va hi chimg -
serotonin (xem Cénh béo va Thén trong - Chuyén héa cyc nhanh CYP2D6 cua tramado).
Néu ngirmg mot chét trc ché CYP2DB, can nhéc giam liéu ULTRACET cho dén khi dat
duoc higu qua on dinh cla thubc. Theo ddi bénh nhan chat ché vé cac bién cb bat lgi
bao gbm suy hd hap va an thén.

Vi d?rQuinidine, fluoxetine, paroxetine, amitriptyline va bupropion.

Céac chat (rc ché CYP3A4 |
Co ché: | Uc ché men din 6én giam tbe d chuyén hoa cla tramadol. ol

Anh hudng | S dung 8bng thai ULTRACET va chét (rc ché CYP3A4 ¢6 thé tang ndng do tramadol
13m sang: | trong huyét twong va c6 thé dén én mét rgng thube 16m hon chuyén héa qua CYP2D6
- |va dd M1 cao hon. '
Sau khi ngimg chét rc ché CYP3A4, do tAc dyng clia chét (rc ché giam, ndng dg :
tramadol trong huyét twong s& gidm, dan dén giam hiéu qua cla opioid va cb th xuat
hién dAu hiéu va triéu chimg cai opioid & bénh nhan da phy thudc thé chét véi tramadol.

—

'sau khi gan bj tn thwong do qua liéu paracetamol
nhot nhat, va toat md héi. C4c triéu chimg nhidm ddc gan trén 1am sang va cdn Iam sang c6 thé xudt hign 43 dén

72 gity sau khi uéng thudc.

Can thiép: | Néu cAn sir dyng dbng thai, can nhéc gidm lidu ULTRACET cho dén khi dat dugc higu
qué bn dinh cla thubc. Theo ddi bénh nhan chét ché vé tang nguy co cac bién cd bat
loi nghiém trong bao gbm co gidt va hoi chimg serotonin, va cac phan img bét lgi lién
quan dén ddc tinh opioid bao gbm suy ho hép c6 thé gay tlr vong, déc biét khi thém
chét (rc ché sau khi dat dugc liéu ULTRACET 6n djnh. s aPa0 ALy
Néu ngimg mot chét (rc ché CYP3AM, can nhéc ting liéu ULTRACET cho dén khi dat dugc
hiéu qué &n dinh clia thubc va theo ddi bénh nhan khi c d4u higu va trigu chimg cal opioid.

Vi d;TCéc khang sinh nhém macrolide (vi dy erythromycin), cac thudc khang ndm nhom azole
(vl dy ketoconazole), cAc chét (rc ché protease (vi dy ritonavir).

Céc chét gay cam (rng CYP3A4

Co ché-| Cam (mg men dén dén tang tbc 49 chuyén hoa cla tramadol.

® Anh hung | Sir dyng dbng thod ULTRACET voi mdt chét gay cam (g CYP3A4 co thé gidm ndng
l4m sang: | 86 tramadol trong huyét teong, d4n dén giam hiéu qua hodc khoi phat hoi ching cal
thube & bénh nhan phy thude thé chét véi tramadol,

Sau khi ngimg mét chét géy cam (mg CYP3A4, do tic dyng cla chat gay cam (g
giam yubng, nbng 84 tramadol trong huyét tuong 8& tang lén, c6 thé lam téng hodc kéo
ﬁ dai ¢ thc dyng dibu ri va phan (mg bét lgi, va cb thé gay suy ho hap nghiém trong, co
giét va hfi chimg serolonin.

[ Can mﬁ Néu chn stz dung Gbng théri, cAn phéc tang liéu ULTRACET cho dén khi dat duqe higu
qué bn dinh cla thubc. Theo ddi bénh nhan vé cc dau higu cal opioid, |
Néu ngirng st dyng mot chét géy cam (mg CYP3A4, can nhéic gidm lléu ULTRACET va
theo doi cc can co gigt va hii ching serofonin, v4 cAc dau higu an than va suy hd hdp.
Bénh nhén dang ding carbamazepine, mot chét cam (mg CYP3A4, tac dyng giam dau
clia tramadol c6 thé bj gidm dang ké, Do carbamazepine lam tang chuyén hoa tramadol
v do nguy co co giét lién quan dén tramadol, khong khuyén céo ding dbng théi

ULTRACET va carbamazepine.

-

Vi dy | Rilampin, casbamazepine, phenylon.

Céc benzodiazepine va céc chét e ché thin kinh trung wong khic (CNS), bao gbm ca g

Ca ché| The Gyng dugc Iyc hoc hiép abng chng hoje higp dbng 1ang crtmg ~

T hartng | S dung Gbng thi tramadol v cac thubc (e ché hé han kinh trung wong, ching han
Jém sang: | nihu cac benzodiazeping va thubc an than/gay ngl khac, cac thubc gy mé, cdc
phenothiazine, thubc an than, cac opioid hodc nugu, CGNQAI:E&:G ng \rc ché than
(hén

Kinh trung wong hop, nhir an than qué mirc va suy hd hap. cn thidt vé mal
{am séng sir dung abng thoi ULTRACET véri mot thube lic ehé i lrung wong,

e ko o e s s i g i P D 1

ootac'dwauocwcrmn:zm  slr dung dbng thon céc thube nhom
benzodiazepine hode cc thubo (rc ché thn Kinh tnung womg khac, bao pbm oy, ¢
thé 4 ting nguy cor g huybt 4p, (rc ché ho hdp, an than qué mic, Hon mé va tr vong,

Gan I | Chi Wl 6m g 1 c o Sl y G g b 1 oy 6hon 0% 1 hay
i 6 g 6 G s M oy 0 gl 1 i i L. Theo G5 o

| nhén chit ché v cac dhu higu clia suy h6 hap va an than (xem Cdnh bao vé Thin kgag).

Vi dy | Céc benzodiazepine and cac thubo an han/gdy ngh khac, cac thubg an than, thube gian

Céc thude te dyng trén hé serctonergic

| co, céc Wyﬁa todn thén, cac opioid lmu_:.ﬁ_twu.

-cubcbm:%mmw bao gdm co bién cb bt ot sau day khi dp dung: 4c mong, vamosc gile

mo

b Tng men gan cb thé bao gbm cac bidn cb bt lod sau ddy khi 4p dyng: ting alanine aminotransferase,
lang aspartate aminotransferase, tAng men gan, bt thudmg alanine aminotransferase, vi/hodc bAl
thirdmg men gan

¢ R loan tbu tién 6 thd bao gdm cAc bidn of bat lot sau ddy khi dp dyng: tidu kho, bi tidu, tidu dét
vahodc gidm tAr sust tdu tién.

Phin img bt 11 ehi duere bio céo viA tramadol

Bang 5 fat k& che phdn (ma bt lof 18n quan d8n mdt thanh phAn hoat cht, framadol, duere xde dinh trong
che thir nghiém 1Am sadng va/hodc kinh nghiém sau khi lu hanh tramadol fhung khdng dugc b c4o ber
bt ky bdnh nhdn ndo duroe didu trf bAng ULTRACET trong cde thir nghiém 1Am sdng cla ULTRACET

Bing 5. Phdn (mg hit 11 dwgre xde dinh trong cée thir nghidm 14m sdng vahode kinh n
sau kM o hanh Tramadol b o

Phan loal hé co quan
Phin (mg bt iof
R8I 1ogn hé mibn dien
Phan (mg phan vé
HYl ehimg Stevend-Johnson
Hoal 1 thuamg b1 nhim dde
R&I logn t4m thin
CAm xiie khong dn dink
Vb g
Y dinh ty sat
R&1 logn h thin kinh
Téng trvong lye o0
R&1 loan vain dOng
HI chimg serotonin
R logn 1o ndi
R&i logn mét
Gidn adng tr
R&i logn mach
Ha huybt &p tu thé
R&i loan gan mit
Viém gan
R&1 loan toan thn va tinh trang tai vj tri dura thude
Ri loan dang di
Céac xét nghigm
Kéo dal thoi gian prothrombin

Dir 1igu sau khi vy hanh thube
Ngoéi cac phan (mg bt lgi duge béo cdo trong cac thir nghiém Jdm sang va dugre ligt ké &
_ssgdaydédwcbéocéomookhhnghiémmkhiluuhénhmubc(BéngG).
¢ sau.
RAt thuomg gap 21110
Thudng gap 21/100 va <1/10

[f gap 21/1000 va <1/100
Hiém gap 21/10000 va <1/1000
RAt hiém gap

<1/10000
Chua 6 (khong thé ur tinh tir dir lidu cb s3n) ,
Trong Bang 6, cAc phan (mg bt Igi dugrc trinh bay theo phan loai t3n sudt dya trén ty 18 bdo cao ty phat.

Bing 6. Cic phan (mg bét lgi duwgc xac dinh trong giai doan sau khi lvu hanh ULTRACET theo phén loai
tAn suét dwoc woc tinh tir ty 1§ bdo céo ty phat

Phén loai hé co quan
T4n suét: Phan (mg bat loi

Réi loan chuyén héa va dinh dudng

Chra 5, Ha natri mawhdi ching tiét hormone chdng loi nigu khdng thich hop
Réi loan hg mién djch

Rét hiém gap, Hong ban nhiém séc 6 dinh

Théng bo ngay cho béc sy hodc duge s§ nhimg phén (mg bat Igf gdp phai khi sz dung thudc.

QUA LIEU |

V6 tinh udng thudc ‘
V4 tinh ubng tramadol c6 thé dAn dén suy ho hap va co giat do dung qua fidu tramadol. D3 cb bao cdo suy hé hdp

v4 co gidt & mot tré em sau khi ubng mét vién duy nhat.
Tir vong do qua lidu tramadol cling da dugc béo céo.

Triduchimgvadduhign Rindbe EARE Al s L RS D S
ULTRACET 14 thubc phdi hop. Biéu hign lam sang cla dung thudc qué lidu c6 thé bao gdm cic dau hidu va idu
ehimg cla G0c tinh tramadol, 6dc tinh paracetamol hay ca hai. Trigu chirmg dAu tin khi ding.qud B tramadol ¢
Mbaog&ﬁsuyhbhépvélhoaccogiatméu,du’mg,déuﬁénxuéthientmg_vbngﬂgfbd&lktuh‘mq,ﬂlila
paraoetaml,pomébaogbnrkiammagauangﬁeuhoa.manammm.non,mmp.mmvawnﬁm
| Tramadol &5 101 1 2. 17 0 " SR 5 > SL0K
Hauquénghlémtrongaiadﬁngtramadolquéliéulésuyh’bhépf.ngﬁmn.Mnm.cogiatngimgﬁmvén'rvong.
Ngoai ra, da ¢6 béo céo cAc trrong hop kéo dai QT khi qua lidu.
Paracetamol By Sy i | .
Duing lidu rét cao paracetamol c6 thé gy doc cho an trén mot s& bénh nhan. Cac triéu chimg sém cd thé xdy ra
g%tn:klm{mgdubngtiéuhéa,d\énén.bubnm,m.mdm

'

Didu trj | g "
QuédonhoécdaIiéuULTRACETcéthégaytx'rvongdoquéﬂéunhiéuthuéc.vithénéuoémé.muyéncéoebhdi

chén clia c4c chuyén gia. |

M3c di naloxone gidl quyét dugc mdt sb, nhung khong phdi tt ¢, cac tidu ching do ding qué liéu tramadol,
nguy co co gidt clng tang Ién khi ding naloxone. Dya vao kinh nghigm khi s& dyng tramadoi, loc mdu dy Kién

Khong hiéu qué trong XU tri qué liu vi nd thi trir dudi 7% lugng thudc udng vao trong vong 4 giér loc.
Khi didu trj qua iu ULTRACET, truéc hét phai ddm bdo thong khi ddy dl song song vdi cac didu trj hd try chung

khac. Do cac chién luoc kidm soat qué lidu lién tuc phét trien, nén lidn hd voi trung tdm chéng ddc (ndu cd) dé xac

dinh cAc khuyén céo moi nhét v& didu tri qué lidu. Nguyén nhan y khoa gdy ha huyét dp thudng 1a gidm thé tich

méu va cAn bd sung dich ddy dui. Nén st dung cac thube gdy co mach va cdc bign phap hd trg khac ndu cd chi
dinh. Khi cAn thit, nén a3t dng thong ni khi quan dé hd try hd hdp.

Trén bénh nhan ngudi Iom va tré em, bAt cr tudmg hop ndo 43 udng MOt lvgng chua biét rd paracstamol hodc
nghi ngor hay khong chéc chén v thai gian ding thube, nén xéc dinh ndng d) paracetamol trong huyét twong
va diéu tri acetylcysteine. Néu khdng thé dinh lugng duge ndng d9 va woc tinh da ubng paracetamol vuot
qua 7,5 dén 10 g & ngudi lon va thanh thidu nién, hojc 150 mgig & tré em thi nén bat du didu trj v

N-acetylcysteine va tiép tyc cho dén khi hoan tat ligu trinh didu tr.

DAC TiNH DUQC LY

Ténhéahgc

Tramadol hydrochloride

(t)ds.z.((dlmethylamino)memyﬂ-1-(&mthoxyphenyl) cyclohexanol hydrochioride.
Paracelamol

N-acetyl-p-aminophenol (4-hydroxyacetanilide).

Péc tinh dugc lzc hoe
Nhom duore Iy diéu tri: Thudc gidm dau, opioid két hop voi thude gidm dau khdng opioid,

‘Ma ATC: NO2AJ13

Tac dyng dwoe lire hoe .

Tramadol 1 thudc gidm dau trung vong, lt nhdt hai oo ché bd sung dudmg b phili hop: gdn két cla ehat gde va
chét chuyén hoa M1 voi thy thé p-opioid va Uic chd nhe sy tai hdp thu cla norepinephring va sarotonin,
Paraoautgcmol la thude gidm dau trung vang khac. Chua xac dinh 1 co ché va Vi tri tac dyng gidm dau chinh xac
cla thudc nay. -

Khi danh gid trén md hinh d0ng vat iéu chudn, sy ohdi hep tramadol v paracelamot cho thay co tic dyng higp

ddng tang cuomg.

Dic tinh dwge dong hoe

Tinh chét chung AT
Tramadol dugc dong & dang racemic va cac dang [} va (4] cla cd ramadol va M1 duge tim thady trong 1Y tuan

hoan. Duge ddng hoc cla tramadol va paracetamol trong huyéL tuong sau khi udng mdt vién ULTRACET duge chi
ra trong Bang 7. Tramadol hap thu chgm hon va thoi gian ban thdi dai hon 0 voi paracetamol,

Sau khi udng mt lidu don vién phdi hop TramadolParacetamat (37,5 mg/325 mg), ndng d¢ dinh Yong huyét twong
cla [(+) Tramadol(-)- Tramadol] 1a 64,3/55,5 ng/ml, dat dugc sau 1,8 i va cUa paracetamol [4 4,2 mog/ml. dat
duge say 0.9 gior. Thol glan ban thal tiz trung binh cua ((+)- Tramadol/(-}- Tramadol] la. 5,1/4,7 gio va cua

paracelamol ta 2,5 gi.
Nghidn e duoe 0009 hoc trén ngudn tinh nguydn khi udng don hay da lidu ULTRACET cho thdy khdng ¢0 s¢

twong 14¢ thude ddng k8 gilra tramadol va paracetamol. |
va () cda Tramadol va M1

7. Tom tat ca 3 duge binh (+SD) cla cdc ddag phan (+)
g va Mam;nm:n xﬁldmhﬁuﬁ‘::Qm x(m udng don by mQt vido nén phdi hop Tramadol

L s sranseetaniol (37,6 mg/a<s og) 2 . A
Thong 88 | (+)- Tramadol | (-) - Tramadol () M1 ()Mt Paracetamol
Coml 1 63 ] 93) | 555 1 a0 | 109 | 60 | 128 | 62 1 52 | 08)
tmax (G10) 18 | 06 | 18 | ©n | 21 | @n | 22 1 @7 | 09 L(OJ)
CUF (mUphat) | 588 | (226) | 736 | (44) | - : : i SEC T
2 (@) | 5.1J[ ) | 47 | 02 | 78 | 30 62 | (18 | 25 | (08)

* Véi Paracetamol, Cpg, durgre tinh theo meg/mb

Hép thy &
Smhkhéduﬂolwﬂd&uw\gblnhaiauamaddhydrodﬂammoéng75%saumuénqdm§5"‘Oomviénnén
wamadol. Ndng 40 dinh trong huyél fwong tning binh cla racemic Wamadol va M1 sau khi ubog hal. vién nén

ULTRACET & ngudi im khoe manh dat dugc 1an kegt sau khodng 2 va 3 gio.

tid,. - P Y s 2 T g P e e e T T N il v od T v S
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b b aana kb, Do cartamazaping i 1ng chuybn hon iearndol Tinh ehbt thng A
Ph i oy 0 60 i o e i Mo, Kk b s g ) 0 Tramadol B g & gy riomTle v e dung £ o 14) g0a ¢4 eneil v8 B mg,%"'&'m i Mg
b Ar“'h’"‘”. "o Caalidd elbid w WMM(&Q WMY‘WNMMMHM Ll . P 4
ULTRACE LY COTDATAIONN oo st e ) 7, Tramviciol N T CP oM, o 1 ghans Dikes il d Ao 96 vk parmentamol
L0y Ritampin, catmmazaping, DA, e st o g S K W0 Ot M B vidn oI O TrimadolParacatamal (17,8 mo/32s m g 45 dinh frong huydt frong
Cée benzodiazsping vh obc chit 0 ohi thin kinh Iring (ong khbe (CNS), beo gOM ER AR 1ol Sonmadont.) Sramadoll 18 04,3858 ngmt. dt dur adu |8 W9 vA e paracatamol 14 4.2 meg/ml. dat
o rhqjﬁé "V_!lﬂ Buron e hot hidp abrg 09 hole ""f."“’.‘? 00 O ] i B0 08 GO Ther gian B3N Bty fung bink cO ((+) Tramadolf-) Tramadol] 18 5,147 gy vi cia

D PO g g T . YT e o gong, (hng han rAcotamol 1 2.5 ok
Anh b S | (rmsao! vir ohe ol (re o M!hin Kint Wity (g, Chang P . | , | ,
1Am .:;nq .?.2..”:11"&"}‘,.3.‘3”;.,& vh‘ Jmh- an INAnIoRy ngh Kk, oA b owm (He. NgHen (VA0 dukre poe trdn AU il nguvdn K 0889 doM hay da By ULTRACET ehs thdy Nong &b sy
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Paracetamal (37 5 mo/325 ma)

thube. vh than A8 bBnh thAn chit chi vh e A bl o ey ho hio p—— TIONRL SN S0, oSO rR RS X o9 S TR A Y = 4
() Tramadol | (¢): M

Do e dung oo lue hoo hidp ddng o(,\n(i st Bt BAng thin ehe thube phdm IM
_ 1

' 8 kiAo, by QAM o, th G (Wm{)
benzodiarepine hode che thude fre chil Ihn kinh ting Log . Choay j
thd i 1ng ouy o0 He hiaybt Ap, i ché ho hilp, w1 than ua MO, T b vA 10 vorg ] .
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han chit ché v e Ao hidu ea suy 1t hp vb an thn (e CAnh bao v Thin 1rpng) i | 00) |
e o | Gic bensodinzeping and cde b s ihAnighy a0 kAo, che thude B thin, ke il B | e————y

[0, e thude ghy b odn than, ede oplosd khde, vt L Hkpth |
k?c thudc the dyng trén hY serotonergle | Sinh KhA dyng tuyft 801 trumg bink el tramadal hydrochionids khoding 78% sat khi ubng dom by 100 g vidr riéh
xwo oy T A

SIS — e ._.,.--—“ y ‘
n T N0 Sin ki alins 3o e e famadol. Ndng @9 dinh frong huydt fromg frung binh il racemic tramadol vA M1 sau ki ubng hal il rén
Cor ché | Téc dy ﬁ&ﬂw hoc higp 890 odng hotc hibp ddog g ety id  LTRACET Aot 16 Khos ianh dat durre in Rrot sau khodng 2 v 3 gl "
Anh hindng | Su dung 3ong thdi ramadol vin cdc thude 1ac dung trén hd serotonergle Iam {Ang nguy Hap thu o stamol sau K 1dng ULTRACET 14 nhanh, oAn nhuy hodn 1680 vi iy 14 chi
Mm;\‘t’ng co gdp bidn ob bﬁl o, bao_pbm 00 Ql‘t vA '\OI Chl""g ”m'omq‘ e ‘0 thu s Mﬂcdm M QM “y 1]

1 & rudt non,
: ok Bt i 85 &oh trong huyht froma ca paracetamol dat G irong vong 1 gicy vl kKhang bl At hudmg kN wbng cing
Gan thigip: { Than trong khi dung ULTRACET & céc bnh nhan dang dang thube tac dyng trén h Aoh humg cia thire 0

serotonergic va theo doi chc dAu hidu cda bidn o bt ii. Ngimg so dung ULTRACET ULTRACET cing v thire an khdng ¢b dnh hudmg dang ké ddn ndag 84 dinh trong huyt tiromg hay mie
TR ,11"00 nghi ngd hoi chung serolonin, T s ood mtm tia tramadol hodc paracetamol, vi vay ¢o m\q ULTRACET k&g phu thude vao biva &n. 2
Vi du | Cac thudc (re ché thi hip thu serotonin chon loc (SSRY), céc mu&m 14l hip thu

, Phin bb
serotonin va norepinephrine (SNRI), cAc thude chdng trdm cAm ba ying (TCA), cdc triptan, dige oy sor ki Bt 6o ek M 160 e 685 vk ol o ib A IR
chcThubc 88 Khang thy the 5T, cAc b the 49ng i dh oy T Kl T8 136 PYRIN B9, 808 fraréce: ch mQ trén nam vA nir womg img 14 2.6 v 2.9 Likg

| Khodng 20% tramadol gAn két vir protein frong huydt hrong ngui
mw{’”‘ T LT T e 1B OF e Paracetamol dutmg nbw phdn bd réng, hdu hét trong cac mé cia co thé triv ma mty. Thé tieks phan bé bidy kidn

— khodng 0,9 Lkg.
Céc thude tre ché Monoamine Oxidase (MAOI) |

_— ty 18 nhé twomg 84i (khodng 20%) paracetamol gén két véi protein hiyét |
ché. | Tac dung dure lye hoc hidp ddng cdng hodic hisp ddng tng curdmg. ':ho‘uﬂn héa : ot
Anh hudng | Chdng chi djnh sir dung 6dng thdl ULTRACET v MAOI, hodic sir dyng mngvbng - Dy fidu ndng 89 trong huyét tirong cla tramadol vA chit chiyda hda M1cda 6 do durge sau khi finh ngtrydn
lim séng:| 14 noBy sau Kh hgimg 81 ng cc fhud hdy, o ting nguy co co gid v& K chimg ubnig ULTRACET tho théy khorng khac nihau déng id so M‘m&g shricholet s ity
serotonin (xem Chdng chi dinh) Khodng 30% 118U urgre thai trir qua nurtre: i duh ddng khéng thay di, tronig kN 06 khodng 60% iy durors thii irs

Tuong tac cia MAOI vii opiold ¢d thé bidu hién dusi dang hi chimg serotonin (xem i dang cAc chit chuydn durtmig chuybn ha chi athy!
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| |[tinh cda oplold (vi dy, suy ho hap, hon mé) (xem Canh béo va Than trong - Suy PO hdp) | .5 CYP2DB. BN nhan chuybn hé cye nhanh CYP2D8 ¢ th chuyn 681 tramadol thanh chét chuybn héa c6 hot

COHUI@: KhbngsbdungabngMULTRACETbbénhnhAndangdOngwcthubcMAOL hOéc "nh(Mﬂﬂ!\BﬂthnvéMnmnhmmmnhmm(m Canh béo va Wmmmmm

L |trong vdng 14 ngay sau khi ngirng sir dung cac thubc nay. aomey CYP2D6 cua Tramadol). Sy phé bién ciia kidu gen CYPZDE ndy khdc nhau trong quin thé va a3 duge bo c46 trong

Vi dy | Phenelzine, tranylcypromine, linezolid. - -. tal fiéu khoa hoc vo pham i tir 1% aén 10% & ngutt My gbc Phi, ngun M da tring, ngutr Chau A v Chiu A
kﬁlarhrln ' ' ey % 9 (bao gm nhimg nghién ciru riéng biét & Hy Lap, Hungary va Béc Au) dat 164 29% & ngudni Chdu Phi/Ethiopi

Paracetamol @ héa chil yéu & ché nhat va theo ba con chinh riéng biét
Anh hutng | Khi thich hop v& mét y khoa, nén @nh gia djnh ky thei gian prothrombin khi ding ddng a)mmvm"gﬁum; yéu & gan bdng co mhocboc duimg

Idm sang: | thdi ULTRACET va nhirng thudc ndy do cb bao cdo vé tarsng INR (Intemational b) li&n hop vai sulfat: va
Giam s41 sau khi Iy hanh tramadol cho théy hiém cb cac bao c4o vé thay ddi tac dyng Thii trir

cua warfarin, bao gdm ¢ tang thdi gian prothrombin. | Tramadol va chat chuyén héa clia 1o thai trir chi yéu qua than. Thod gian ban thai trong huyét tixong cla racamic
D4 5 mdt sb bao cao cho thy paracetamol cb thé gy gidm prothrombin méu khi dung tramadol va M1 twong Umg khodng 6 va 7 gi¢r. Thari gian bén théi trong huyét twong clia racemic tramadol tir
| v&i cac chét gidng nhu warfarin. s khodng 6 gicr dén 7 gi¢r khi ding ULTRACET da liéu.
Can lhiép;jr Giam sat thor gian prothrombin clia c4c bénh nhan dang str dyng warfarin vé cic dau Thoi gian bén thai cia paracetamol khodng 2 dén 3 gi¢r & ngudr Im. Thor glan ban thai ngdn hom mot 1t & tré em va

hidu clia tuong tAc v didu chinh fidu clia warfarin néu can. dai hon mot it & bénh nhan xo gan va tré so sinh, Paracetamol dugc thai trir khdi cor thé chi yéu qua lién hop véi
Cimetidine | A T | glucuronide va sulfat tlry thudc vao lidu udng. Dudi 9% paracetamol dure théi tnr dudi dang khéng 86t qua nude téu
Anh hugng | Sir dyng dbng thvi tramadol va cimetidine khdng 1am thay 66i dang ké duge ddng hoc THONG TIN PHI LAM SANG 2 A IMIGTFL 2 ‘
Iam sang: | clia tramadol v& mat 13m sang. Sufi _1  Phéi hgp Tramadol/ Paracetamol

. : Chua c6 nghién ciru trong phong thi nghidm hodc trén ddng vét dugc tén hanh vai thube phéi hop (framadol va
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Tramado! di qua nhau thai. | 51 paracetamol. Thudc phéi hop tramadol va paracetamol dugc chimg minh gy :zc véi phdi va bao thai trén chudt
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Kha nang sinh san 2 qua rinh
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chirmg ny bao gbm 11 thir nghiém ding da liéu va 9 thir nghiém ding don lidu. Théi glan diéu tr trong khodng tir X : s \ _
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