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thi diing theo dom thude

TRACEDOL
Paracetamol 325 mg; Tramadol hydrochloride 37,5 mg
Dé xa tim fay tré em

Poc ki hwéng dan si dung trwde khi ding

Thanh phin: M&i vién nén bao phim chia:
Thanh phin hoat chit:

PAracetimol s 329 T
Tramadol hydrochloride ................ 37.5 mg

Thanh phdn td dwge: Cellulose powdered, starch pregelatinised, sodium starch glycolate (type A),
maize starch, magnesium stearate. hypromellose 6 mPa.s, lactose monohydrate, titanium dioxide,
macrogol 6000, iron oxide yellow, propylene glycol. talc.

Dang bao ché: Vién nén bao phim.

M ta:

Vién nén bao phim, mau vang nhat, mdt mat ¢6 khéc logo £ cua nha san xuat, mot mat khic °T5".
Chi dinh:

Tracedol duoc chi dinh diéu tri triéu chirng dau tir trung binh dén nang.

Nén sir dung Tracedol giti han trén bénh nhén dau & mirc do trung binh dén niing cén sir dung phoi
hop paracetamol va tramadol (xem phin Ddc tinh dwoc lee hoc).

Liéu diing, cich dimng:
Liéu diing:

Viée st dung Tracedol nén duge gidi han cho bénh nhén dau & mire d trung binh dén niing cin str
dung phéi hgp paracetamol vé tramadol.

Nén diéu chinh liéu theo mirc do dau va dap (mg ciia bénh nhan. Nén chon liéu thép nht ¢ hiéu
qua dé giam dau. Téng liéu khong vugt qua 8 vién/ngay (twong dwong 300 mg tramadol
hydrochloride va 2600 paracetamol). Khoang cach ding thude khong duge it hon 6 gid.

Ngueai [ém va tré em tir 12 tuoi tro lén:
Liéu khoi dau khuyén cdo la 2 vién Tracedol, khi cin thiét c6 thé bd sung lidu, ti da 8 vién/ngay.
Khoang cach dung thuée khong duge it hon 6 gid.

Trong moi truomg hop, khong dung Tracedol lau hon mitc cin thiét. Néu can sir dung Iap lai hodc
diéu tri kéo dai v6i Tracedol do tinh trang bénh nghiém trong, nén than trong va theo doi déu din
thuomg xuyén, cdn phai danh gid vé vigc c6 tiép tuc diéu tri hay khong.
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5% ‘.
Honigkldven cdo dung Tracedol cho doi tugng nay.

- Ngueéi cao tuoi: Thuomg khong phai chinh lidu & bénh nhan < 75 twbi khong ¢ biéu hién suy gan,
suy than, D6i v6i bénh nhéan > 75 tudi, sur thai trir ¢6 thé kéo dai. Do dé, ¢6 thé kéo dai khoang liéu
tay theo tinh trang bénh nhan.

- Suy than/thdm téch: Qua trinh thai trir tramadol bi cham lai. O nhitng bénh nhan nay, khuyén céo
téing khoang cach liéu tuy theo dap tmg cua bénh nhan.

- Suy gan: O bénh nhan suy gan, viéc thai trir tramadol bj tri hoan. O nhitg bénh nhan nay, can can
nhéic cin than viéc kéo dai khoang cach giira cac liéu tity thude dap tng cua bénh nhan. Do thanh
phén paracetamol trong Tracedol, khong nén diing thudc nay cho bénh nhén suy gan niing.

Cdch dang:

Tracedol duoc ding dudng uéng.

Udng nguyén vién, voi lugng nude vira di. Khong nhai, nghién vién thudc.
Chéng chi dinh:

- Qud mén v6i hoat chit hoic bat ky thanh phin nao cua thubc.

- Truwdng hop ngd déc cap tinh rugu, thube ngi, thude giam dau trung wong, céc thudce opioid hodc
thudc hudng than.

- Khéng dung Tracedol cho bénh nhan dang sir dung thude rc ché monoamin oxidase (MAOIs)
ddng thoi hodc trong vong 2 tuan trude do.

- Bénh nhén suy gan nang.

- Bénh nhan dong kinh khong kiém soat dugc bing diéu tri.

Cinh béo va thén trong khi diing thude:

Cdnh bdo:

- Ngudi lom va thanh thiéu nién tir 12 tudi tré' [én: khéng duoe vugt qua liéu ti da la 8 vién/ngay.
Dé tranh viéc dung qua liéu, cin khuyén cdo véi bénh nhin khéng sir dung ddng thii Tracedol véi
bét ky thude khéc co chira paracetamol (ké ca thude khéong ké don) hodc tramadol hydrochloride ma
khong co su tu van cua béc sf.

- Khéng khuyén cdo ding Tracedol cho bénh nhén suy than nang (d¢ thanh thai creatinine < 10 mI/phiit).
- Bénh nhén suy gan ning khong nén dung Tracedol (xem phén Chong chi dinh). Nguy co do qua
liéu paracetamol cao hon & nhirng bénh nhan bi bénh gan do rugu khéng xo gan. Trong mét sO trudmg
hop, viéc kéo dai khoang thoi gian ding thudc cén duge xem xét can thén,

- Tracedol khang duoc khuyén céo & nhirng bénh nhan suy hé hip ning.

- Tramadol khéng thich hop dé diéu tri thay thé & nhitng bénh nhan 1€ thude opioid. Mac du day la
mét chit chi van opioid nhung tramadol khéng thé ngan chin céc triéu chimg cai nghién morphin.
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loc serotonin (SSRIs), thudc chéng trim cam ba vong, thude chéng loan than, thudc giam dau thén
kinh trung wong hodc thuée gay té cuc by. Bénh nhin méc bénh dong kinh kiém sodt duge bing diéu
tri hoiic & ngudi dé bi co gidt chi nén diéu tri véi Tracedol trong nhiing trudng hop bét budc. Chimg
co giat da duge ghi nhan xay ra trén mét so bénh nhan diing tramadol trong khoang liéu khuyén céo.
Nguy co co gidt ting 1én khi liéu ding cua tramadol 1én hon khoang liéu khuyén céo.

- Khong khuyén cdo sir dung Tracedol déng thoi véi cac thude chu van — ddi khéng opioid
(nalbuphine, buprenorphine, pentazocine).

Rai lagn ngung the khi ngui:

Opioid c6 thé gay r6i loan ngung the khi ngii bao gdm ngung thé trung wong khi ngi (CSA) va giam
oxy mau khi ngu. Opioid c6 thé lam tang nguy co CSA tiy thudc vao liéu ding. O nhimg bénh nhéan
dang mac CSA, cin cn nhéc giam tdng liéu opioid.

Hgi chitng serotonin:

Hoi chimg serotonin, mdt tinh trang ¢6 kha ning de doa tinh mang, da dugc ghi nhén ¢ nhirng bénh
nhan dung tramadol dbng thoi véi cac thude serotonergic khac hodc khi chi ding tramadol don lé.

Néu dam bdo v& mat 1am sang khi didu tri ddng thoi vai cdc thude serotonergic khac, can theo doi
bénh nhan cn thén, dic biét 1a khi bit ddu diéu tri va ting licu.

Néu nghi ngd xudt hién hdi chig serotonin, can can nhdc giam lidu hoac ngimg diéu tri tuy theo
mirc dd nghiém trong cua triéu chimg. Lic nay, viéc ngimg su dung thudc serotonergic thudng mang
lai sur cai thién nhanh chong.

Chuyén héa CYP2D6:

Tramadol duoc chuyén héa bai enzyme gan CYP2D6. Néu ngudi bénh thiéu mét phan hodc thiéu
hoan toan enzyme nay. ¢6 thé khong dat duoc téc dung giam dau khi diéu tri véi tramadol. Céc wéc
tinh chi ra ring ¢o t6i 7% dan sé nguoi da tring c6 thé bi thiéu hut enzyme CYP2D6. Tuy nhién, néu
bénh nhén 12 nguoi chuyén héa cyc nhanh, s& dén dén nguy co phat trién céc tac dung khdng mong
muén do ngd doc opioid ngay ca & liéu chi dinh thong thudng.

Cc triéu chimg chung ctia ngd ddc opioid bao gbm It 13n, budn ngi, thé ndng, co déng tir, budn non,
nén. tdo bon va chan an. Trudng hop nghiém trong c6 thé din dén suy tudn hoan va suy hd hap, giy
de doa tinh mang va hiém khi gay tir vong. Udc tinh vé 1y 1 dan sb chuyén hoa cuc nhanh trong cac
nhém dén sé khac nhau dugc tom tit dudi day:

Ngudi chiu Phi/Ethiopia 29%
Nguoi My gbe Phi 3.4% - 6,5%
Ngudi chau A 1.2% - 2%
Nguoi da tring 3,6% - 6.5%
Ngudi Hy Lap 6.0%
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Diéu tri sau phau thudt o tré em:

Pi 6 bao cdo trong céc tai liéu dugce cong b vé nhimg truong hop sir dung tramadol sau phéu thudt
céit bo amidan va/hodc phau thudt nao VA do méc chimg ngung tho tic nghén khi ngu & tré em dan
dén de doa tinh mang nhung hiém gap. Can hét strc than trong khi diing tramadol cho tré em dé giam
dau sau phiu thuit va phai theo ddi chait ché céc triéu chimg ngd doc opioid bao gdm trc ché ho hép.

Tré em bj ton thieong chive nang ho hdp:

Khong khuyén céo diéu tri tramadol cho tré em c6 nguy co bi ton thuong chiic nang ho hip bao gom
rSi loan than kinh co. bénh tim hodc bénh hd hap nghiém trong, nhiém khuin duong hé hap hoic
phoi, da chén thuong hodc cdc qué trinh phiu thudt ma rong. Céc yéu td nay c6 thé 1am trdm trong
. thém céc triéu chirng ngd doc opioid.

Suy thirong thdan:

Thude giam dau opioid co thé gy suy thugng thén c¢é héi phuc do dé can theo dbi va diéu tri thay
thé bing glucocorticoid. Céc trigu chimg ctia suy thugng than cdp va man tinh bao gdm dau bung dir
ddi, budn ndn va ndn, tut huyét ap, cuc ky mét moi, chan @n va sut céan.

Thin trong khi diing thube:

Nguy co khi st dung dong thoi véi thude an than nhie cdc thuée nhém benzodiazepine hodic cde nhém

thube teong ne:

Sir dung ddng thoi Tracedol vai cée thude an than nhu cac thuée nhom benzodiazepine hodc cdc
nhém thudc turong tr ¢é thé din dén an than, suy ho hap, hon mé va tir vong. Do d6, chi ké don
Tracedol diing déng thai véi nhimg thudc an thin nay khi khong con lua chon diéu tri thay thé. Khi
chi dinh Tracedol déng thdi véi thude an than, cin ding liéu thip nhét c6 hiéu qua diéu tri trong thoi
gian cang ngin cang tot.

. Can theo déi chat ché vé cac déu hi¢u va tri¢u chimg suy hé hép, an thin & bénh nhan. Théng bdo
cho bénh nhén va nguoi nha biét vé nhimg triéu chimg nay.

C6 thé phat trién su dung nap, I¢ thudc thude vé thé chat va tim thén, thim chi ngay ¢ lidu diéu tri va
dic biét sau khoang thai gian dai diéu tri. Can thuomg xuyén danh gia lai nhu ciu 14m sang vé diéu
tri giam dau. Nhiing bénh nhén ¢ thudc opioid va bénh nhén c6 tién sir lam dung thude hoic 1é thude
thude, chi nén diéu tri voi Tracedol trong thoi gian ngén va dudi sir Kiém sodt y té chat ché. Can than
trong khi diing Tracedol ¢ nhimg bénh nhan chan thuong & dau. nhitng bénh nhan dé bi co giat, rdi
loan dudmg mét, tinh trang s, thay d6i nhan thirc khong rd 1y do, bénh nhén 6 cac vén dé anh hudng
dén trung tam hé hép hoic chirc niing hé hap, hoic tang ap luc ndi so.

O mét s6 bénh nhén, qua liéu paracetamol c6 thé din dén nhiém ddc gan.

Céc triéu chimg cua phan g cai nghién thudc, twong tu nhu nhirng triéu chirn g xay ra khi cai nghién
thuée phién, c6 thé xay ra ngay ca & licu diéu trj va thoi gian diéu tri ngdn han. Khi bénh nhén
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A dhéu tri voi Tracedol nita, cén giam lidu tir tir dé ngan ngira cac triéu chimg cai nghién,
hi:ri gian diéu tri lau dai. Hiém khi c6 cac bdo cdo vé cac truong hop I¢ thude va lam

Trong mdt nghién ciru, da ¢o bdo cdo vé viée sir dung tramadol trong gdy mé toan than vdi enflurane
vi nito oxide dé ting cudong kha ning nhé lai trong phéau thuat. Cho dén khi c6 thém théng tin, nén
tranh sir dyng tramadol trong thoi gian gay mé.

Tracedol ¢6 chira lactose. Bénh nhén bj rdi loan di truyén hiém gap nhu khong dung nap galactose,
thiéu hut lactase hoan toan hodc kém hip thu glucose-galactose khéng nén dung thudc nay.

Thude nay 6 chira duéi | mmol (23 mg) natri trong mdi vién, vé co ban duge xem nhu “khéng
co natri”,

Sir dung thude cho phu nir ¢6 thai va cho con bi:

Sii dung thuéc cho phu nit cd thai:

Tracedol c6 chira tramadol, vi vay, khong nén dung thude nay cho phy nir ¢6 thai.
Dir liéu vé paracetamol:

Céc nghién ciru trén dong vat khong du dé két lugn vé doc tinh sinh san. Lugng I6n dit li¢u vé phy
nir mang thai cho thiy khong co di tat, ciing khong c6 doc tinh ddi vai thai nhi/tré so sinh. Céc nghién
ciru dich t& hoc vé su phat trién than kinh & tré em tiép xic véi paracetamol trong tir cung ngudi me
cho thy két qua khong thuyét phuc.

Dit liéu vé tramadol:

Hién chura c6 diy du bing chimg dé danh gid tinh an toan cia tramadol & phu nir ¢6 thai. Tramadol
diing trude hode trong khi sinh khong anh hudng dén su co bop cua tir cung. O tré so sinh, tramadol
¢6 thé gy ra nhimg thay déi trong nhip ho hép, thuong khong lién quan dén lim sang. Piéu tri lau
dai trong thoi ky mang thai ¢6 thé din dén céc triéu chimg cai nghién & tré so sinh.

Sir dung thubce cho phu nix cho con bii:

Tracedol ¢6 chira tramadol. vi vdy, khong dugc str dung cho phu nit cho con bi hoéc trong thoi gian
diéu tri v&i Tracedol, nén ngimg cho con bi. Néu chi ding mét liéu Tracedol, khong céin ngimg cho
con ba.

Dit liéu vé paracetamol:
Paracetamol duge bai tiét qua sita me véi mot luong khong dang ké vé mat 1am sang,.
Dir liéu vé tramadol:

Khoang 0,1% liéu tramadol dugc bai tiét qua sita me. Trong giai doan ngay sau khi sinh, d6i v6i licu
hang ngay cua ngudi me Ién dén 400 mg. liéu trung binh ma tré b m¢ nhan dugc tuong (mg la 3%,
da diéu chinh theo cén ning ctia me. Vi vy, khong nén sir dung tramadol trong thai k¥ cho con ba
hodc thay vao d6, nén ngimg cho con bi trong thoi gian diéu tri voi tramadol. Néu chi ding mét liéu
Tracedol. khéng can ngimg cho con bu.
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ad @gp thi khong ghi nhan anh huong cua tramadol ddi vai kha niang sinh san.

¢6 nghién ciru nao vé kha nang sinh san dugc thyc hién khi két hop tramadol va paracetamol.
Anh hwéng ciia thude 1én kha ning ldi xe, vin hanh may méc:

Tramadol ¢6 thé gay budn ngi hoiic chong mat, nhitng triéu chimg nay c¢6 thé ting cudng bai rugu
hodc céc thude ire ché thin kinh trung wong khéc. Néu bj anh huong, bénh nhan khong nén lai xe
hodc van hanh may moc.

Thude nay ¢6 thé lam suy giam chirc nang nhén thirc va cd thé anh hudng dén kha nang li xe an toan
ctia bénh nhan. Khi diing thude nay, bénh nhén can duge thong béo:

- Thube cé thé anh huéng dén kha nang ldi xe.
- Khéng l4i xe cho dén khi ban biét thude nay anh huong dén ban nhu thé nao.
- Lai xe trong khi chiu tic dong ciia thudc nay la vi pham ludt.
- Tuy nhién, ban s khong vi pham (duge goi 1a “bao v¢ theo ludt™) néu:
+ Thude duge ké don dé diéu trj mot van dé y té hodc nha khoa va,
+ Ban da udng thudc theo hudng din cia bac sTva to thong tin kém theo thude,
+ Thude khong anh huéng dén kha nang ldi xe ctia ban.
Tuwong tic, twong ky ciia thube:
Chéng chi dinh dong thoi:

- Thubc trc ché MAO khéng chon loc: Nguy co méc hgi chimg serotonin: tiéu chay. nhip tim nhanh,
héi chimg tang tiét mo hoi, run ray, trang théi 1 1an, tham chi hon mé.

- Thubc trc ché MAO chon loc-A: Ngoai suy tir cac chét irc ché MAO khéng chon loe. Nguy co mic
hoi chitng serotonin: tiéu chay, nhip tim nhanh, hoi ching tang tiét md héi, run rdy, trang thai 14 1an,
tham chi hén mé.

- Thubc irc ché MAO chon loc-B: Céc triéu chimg kich thich trung wong lién tuémg dén hoi chimg
serotonin: tiéu chay. nhip tim nhanh, héi chimg ting tiét mé hdi, run rdy, trang thai 10 1an, thdm chi
hon mé. Trong trudng hop gan day c6 diéu tri voi thude (e ché MAO, can tri hodn 2 tuan trude khi
diéu tri voi tramadol.

Khong khuyén cdo sie dung dong thoi:

- Ruou: Rugu lam ting téc dung an thin cia thude giam dau opioid, anh huéng dén sy tinh tdo giy
nguy hiém cho viéc ldi xe va van hanh may méc. Tranh dd ubng c6 cdn va cdc san pham thudc co
chira con.

- Carbamazepine va cac chét cam (g enzyme khéc: Nguy co giam hiéu qua va thoi gian tac dung
do giam ndng do tramadol trong huyét tuong.
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- Tramadol ¢6 thé gy co gidt va ting téc dung cia cic thude nhu thude ire ché tai hap thu chon lgc
serotonin (SSRI), thuéc tic ché tai hap thu serotonin-norepinephrine (SNRI), thudc chéng trdm cam
ba vong, thude chdng loan than va cdc thude giam ngudng co giat (nhu bupropion, mirtazapine,
tetrahydrocannabinol) ddn dén co giét.

- Sir dung ddng thoi tramadol va thudc serotonergic nhu thude tre ché téi hap thu chon loc serotonin
(SSRIs), thudc irc ché tai hip thu serotonin-norepinephrine (SNRI), thuc irc ché MAO, thude chéng
trdm cam ba vong va mirtazapine c6 thé dn dén hoi chimg serotonin, mét tinh trang ¢ thé de doa
tinh mang.

- Cac dén xudt opioid khac (bao gdm thude ho va cac thude dicu trj thay thé): Tang nguy co suy hod
hdp c6 thé gy tir vong trong trudng hop ding qua liéu.

- Cic thube trim cam hé thin kinh trung vong khdc, nhu céc din xudt opioid khac (bao gdm thude
ho va céc thude didu tri thay thé), thude gidi lo au khac, thude nga, thube chdng trdm cam co tinh an
thén, thudc khang histamine c6 tac dung an than, thude chdng loan than, thuée ha huyét 4p téc dung
trung wong, thalidomide va baclofen. Nhimg loai thudc nay ¢6 thé gdy tang trc ché than kinh trung
wong. Téc déng dén sy tinh tdo co thé gdy nguy hiém khi 14i xe va vin hanh may méc.

- Céc thudc an thin khac nhu nhém thude benzodiazepine hodc cac chat lién quan: Viéc sir dung
dbng thoi opioid v6i cac thube an than nhu nhém benzodiazepin hodc cac thude lién quan lam tang
nguy co an than, (rc ché hé hiip, hon mé va tir vong vi ting téc dung tie ché thin kinh trung vong. Cén
gidi han lidu lugng va thoi gian sit dung dong thoi cée thude nay (xem phin Canh bdo va than rong
khi dimg thuoc).

- Khi thich hop vé mit y té, nén danh gia dinh ky th&i gian prothrombine khi ding dong thoi
Tracedol vdi cdc chét twong ty warfarin do ¢6 cdc bdo cdo vé viéc tiang INR (chi sd binh thudng héa
quoc 1) o mot s6 bénh nhén.

- Trong mdt sb lugng gidi han cac nghién ciru, ding chét ddi khang 5-HT3 chong non ondansetron
trude hodic sau phéu thudt lam ting nhu céu sir dung tramadol & nhitng bénh nhén bj dau sau phau
thuat.

Twong ky ciia thube:

Do khéng ¢6 cac nghién ctru vé tinh tuong ky ctia thude, khong tron 1n thube nay vai cac thude khac.
Tic dyng khéng mong mubn ciia thude:

Céc tac dung khong mong mudn duge béo cdo phd bién nhat trong cée thir nghigm lim sang duge
thuc hién vai phdi hop paracetamol/tramadol hydrochloride la budn nén, chong mat va budn ngu,
duge quan sat thiy & hon 10% bénh nhén.

Céc thn sudt duge xdc dinh nhu sau:
Rt thudomg gap: > 1/10

Thudng gép: > 1/100 dén < 1/10
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> 1/1000 dén < 1/100
> 1/10.000 dén < 1/1000
< 1/10.000

Khéng xdc dinh: Tén sudt khong thé duge ude tinh tir dir ligu ¢o sin
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Trong mdi nhém tan sudt, cac téc dung khéng mong mudn dugc trinh bay theo thir tyr mic d6 nghiém

trong giam dan.

Raoi loan tim:

it gap: danh tréng nguc, nhip tim nhanh, roi loan nhip tim.

Roi loan mdit:

Hiém gap: m& mat, co dong ti, gian dong .
Réi loan tai va mé dao:

it gap:  tai.

Réi loan tiéu héa:

Rét thuong gap: budn non.

Thuong gap: nén mura, tdo bon, khé miéng, dau bung tiéu chay, kho tiéu, day hoi.

it gap: chimg khé nudt, dai tién phan den.

Céc réi logn chung va tinh trang co dia:

it gép: ém lanh, dau nguc.

Xét nghiém:

it gép: ting transaminase.

R6i loan chuyén hoa va dinh dwdng:

Khong xéc dinh: ha duong huyét.

Réi logn hé than kinh:

RAt thuong gap: chéng mat, budn ngu.

Thudmg gip: dau dau, run ray.

it gap: co thit co khong ty chu, di cam, chimg hay quén.
Hiém gap: mit diéu hoa. co gidt, ngit, r6i loan ngdn ngi.

Réi logn tdm than:

Thuong gap: trang théi la 1an, thay dbi tam trang, lo lang, trang thai kich dong, tim trang hung phin,

rdi loan gidc ngu.
it gap: trdm cam, ao gidc, 4c mong.

Hiém gap: mé sang, 1¢ thudc thude.
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ft gip: albumin niéu. rdi loan tiéu tién (kho tiéu va bi tiéu).

Réi loan ho hap, long ngee va trung that:

it gap: kho the.

Roi loan da va mé dwdi da:

Thuong gap: ching tang tiét md hoi, ngira.

it gip: phan (mg ngoai da (phat ban da, may day).

R6i loan mach méu:

it gap: tang huyét ap, boe hoa.

Mac du khong duge quan sat thiy trong céc thir nghiém lam sang, nhung khéng thé loai trir su xudt
hién cua céc tic dung khong mong muédn sau ddy lién quan dén viéc st dung tramadol hoic
paracetamol:

Tramadol:

- Ha huyét ap tu thé, nhip tim cham, tryy tim (tramadol).

- Giam sat sau thi trudng cua tramadol da cho thiy nhimg thay dbi hiém gép vé téc dung cia
warfarin, bao gbm ca viéc kéo dai thoi gian prothrombin.

- Cac truomg hop hiém gap: phan tmg dj img véi céc trigu chimg ho hap (vi dy nhur kho th, co that
phé quan. thé kho khe, phii mach) va séc phan vé.

- Céc truong hop hiém gap: thay d8i cam gidc thém an, van dong yéu va suy hé hap.

- Céc tac dung phu vé tim thin co thé xay ra sau khi ding tramadol, v6i cudmg do va tinh chét khéc
nhau (tiy thude vao bénh nhan va thoi gian ding thude). Bao gdm nhimg thay ddi vé tim trang,
(thuong la tam trang hung phan ddi khi kho chiu). nhimg thay déi trong hoat dong (thudng 1a su
ché doi khi gia ting) va nhiing thay ddi vé kha nang nhan thirc va cdm gidc (vi du nhu réi loan nhan
thirc hanh vi quyét dinh).

- Di ¢6 bédo cdo vé tinh trang ning hon cia bénh hen suyen mic di moi quan hé chua duge thiét lap.
- R&i loan hé than kinh: Tén suat chua xac dinh: hdi chimg serotonin,

- Cdc triéu ching cua hgi chirng cai nghién thude, tuong ty nhu nhitng triéu chimg xay ra trong qué
trinh cai thude phién nhu: kich dong, lo 1dng, hdi hop, mat ngu, tang ddng, run ray va cdc tri¢u chimg
dudmg tiéu hoa. Céc triéu chimg rat hiém gap khdc xay ra néu ngung sir dung tramadol hydrochloride
dot ngdt bao gdm: con hoang sg, r6i loan lo du nghiém trong, ao giac, di cam, U tai va cac triéu chimg
thin kinh trung uong bat thudmg.

- Réi loan ho hép, 16ng nguc va trung théit: Tén sut chwa xdc dinh: nic cyt.
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nhung nhirng bién cd nay khong nhit thiét llen quan dén paracetamol.

- Da ¢6 mdt 6 bdo cio cho thdy ring paracetamol c6 thé gy giam prothrombin huyét khi ding
chung véi cac hop chét gidng warfarin. Trong cac nghién ciru khéc, thei gian prothrombin khong
thay doi.

- Rét hiém gap cac bao cdo vé nhimg trudng hop phan (mg da nghiém trong.

Thong bao ngay cho bac sy hodc duwge sV nhitng phan teng c6 hai gap phai khi si dung thuoc.

Qua liéu va cich xir tri:

Tracedol 1a sy két hgp ¢d dinh ciia tramadol hydrochloride va paracetamol. Trong truong hop qué

lidu, cac triéu chimg co thé bao gdm cac déu hiéu va triéu chimg ngd déc ctia tramadol hogc
paracetamol hodc ciia ca hai hoat chét nay.

Cdc triéu chieng qud liéu cua tramadol:

V& nguyén téc, khi ngd doc tramadol s& c6 cdc triéu chimg twong ty nhu khi ngd dge céc thube giam
dau tac dung trung vong khac (opioid), dac biét la co ddng tir, nén mira, truy tim mach, réi loan y
thirc dén hén mé, co giat va tc ché hé hip dén ngimg ho hép.

Pi ¢o bao cdo vé hgi chimg serotonin.

Céc tri¢u chimg qud liéu ctia paracetamol:

Cén dic biét quan tam dén qua lidu & tré em. Céc triéu chimg ciia qua li¢u paracetamol trong 24 gid
diu 12 xanh xao, budn ndn, nén, chén an va dau bung. Tén thuong gan cé thé tré nén rd rang tir 12 —
48 gio sau khi udng. C6 thé xdy ra bt thuong vé chuyén héa glucose va nhiém toan chuyén
héa. Trong truomg hop ngd déc nang, suy gan ¢6 thé tién trién thanh bénh ndo gan, hon mé va ti
vong. Suy than cAp tinh kém hoai tir dng thén cp c6 thé phat trién ngay ca khi khéng c6 ton thuong
gan ning. R&i loan nhip tim va viém tuy ciing da duge béo céo.

C6 thé xudt hién tdn thwong gan & ngudi 16m diing tir 7.5 — 10 g paracetamol tr¢ [én. Lugng dur thira
ciia mot chit chuyén hoa gay doc tinh (thuong dugce giai doe hoan toan bang glutathione khi udng
paracetamol liéu thong thuong) lién két khong hoi phuc voi mé gan.

Diéu tri cdp ciru:

- DPéncosoy té ngay lap tic.

- Duy tri chirc nang hd hép va tudn hoan.

- Trude khi bit diu diéu tri, nén iy miu mau cang sém cang tét tinh tir khi ding qué lidu dé do
néng dé paracetamol va tramadol trong huyét trong va thuc hién céc xét nghiém vé gan.

- Thuyec hién cdc xét nghiém gan khi bat ddu diéu tri qua liéu va lap lai sau mdi 24 gid. Thudng xuét
hién ting cc enzyme gan (ASAT, ALAT), cdc chi s ndy s& binh thudng hoa sau 1 hogc 2 tuan.

- Gay non lam rdng da day (khi bénh nhén con tinh) bang cach kich thich hogc rira da day.
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wén cdc bién phap hd trg nhu duy tri thdng thoang dudng thd va duy tri chic néng tim
Jagghaloxone dé khac phuc tinh trang (rc ché ho hép: ¢6 thé kiém soat phit bang diazepam.

phap nay khong phit hop dé diéu tri nhiém doc cap tinh Tracedol.

Khi qué liéu paracetamol, cin tién hanh diéu tri ngay 1ap tirc. Méc dii ban dau khéng c6 cdc trigu
chirng ré rang, bénh nhan vin nén dugc chuyén dén bénh vién khén cp dé duge cham séc y té ngay
ép thrc va bat ky ngudi I6n hogc thanh thiéu nién néo da ding khoang 7.5 g paracetamol trg 1én trong
4 gior trude do hogc bat ky tré em nao da uéng > 150 mg/kg paracetamol trong 4 gid trude do nén
duoc rira da diy. Can do ndng do paracetamol trong mau sau hon 4 gios diing qué lidu dé c6 thé dénh
gid nguy co phat trién tén thuong gan. Methionine duémg udng hodc N-acetylcysteine (NAC) tiém
tinh mach ¢6 thé ¢6 téac dung 1én dén it nhét 48 gid sau khi qua liéu. Sir dung NAC tiém tinh mach c6
loi nhét khi bat diu trong vong 8 gior sau khi udng qua lidu. Tuy nhién, van nén tiém tinh mach NAC
trong trudng hop qud lidu hon 8 gio va tidp tuc cho dén khi hoan tit ligu trinh diéu tri. Can bit dau
didu tri véi NAC ngay lap tire khi nghi ng&r qua lidu. Céc bién phép hd tro chung phai ludn sin sang.

B4t ké bénh nhan da dimg bao nhiéu liéu paracetamol, thudc giai doc cho paracetamol la NAC, nén
duoe ding biing dudng ubng hodc tiém tinh mach cang nhanh cang t6t. néu 6 thé, tét nhat la trong
vong 8 gid sau khi diing qua liéu,

Pic tinh dwge Iwe hoe:

Nhom duge 19: Thude giam dau, opioid két hop voi thude giam dau khong opioid.
Ma ATC: NO2AJI13.

Thube giam dau:

Tramadol 12 mot loai thude giam dau opioid c6 tac dung Ién hé thin kinh trung uong. Tramadol la
mét chat thudn chi van khong chon loc céc thy thé p, & va x opioid c6 di luc cao hon véi cdc thy thé
. Céc co ché khéc gop phan vao tac dung giam dau la irc ché sy tai hip thu noradrenaline cuia t€ bao
thin kinh va tang cudng giai phong serotonin. Tramadol ¢6 tdc dung chéng ho. Khéng giéng nhur
morphin, trong khoang liéu ¢6 tac dung giam dau, tramadol khong c6 tic dung re ché ho hép. Tuong
tu, nhu dong da day-rudt khong bi thay doi. Cac tac dong tim mach néi chung la nhe. Hiéu qua cua
tramadol duge uc tinh bing khoang mt phin mudi dén mt phan séu cia morphin.

Co ché chinh xéc cua cde dic tinh giam dau cua paracetamol vin chua duoc biét, co thé lién quan
dén cac tac dung trung uong va ngoai bién.

Pic tinh dwge djng hoc:

Tramadol dugc sir dung & dang racemic, cic dang [-] va [+] ciia tramadol va chat chuyén hoa M1 déu

duoc phat hién trong mau. Mic di tramadol dugce hép thu nhanh chéng sau khi udng, nhung su hap
thu cham hon (va thoi gian ban huy kéo dai hon) so véi paracetamol.

Sau khi udng 1 vién paracetamol/tramadol (325 mg/37,5 mg), néng do dinh trong huyét tuong la
64.3/55.5 ng/ml [(+)-tramadol/(-)-tramadol] va 4.2 pg/ml (paracetamol) dat duge sau 1.8 gitr
[(+)-tramadol/(-)-tramadol] va 0.9 gio (paracetamol) tuong (mg. Thoi gian ban thai trung binh T2 1a
5,1/4,7 gior [(+)-tramadol/(-)-tramadol] va 2,5 gid (paracetamol).
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Hep thu:

Tramadol racemic duge hap thu nhanh chéng va gan nhur hoan toan sau khi uéng. Sinh kha dung tuyét
déi trung binh cua mdt liéu 100 mg duy nhét 1a khoang 75%. Sau khi dung Idp lai, sinh kha dung ting
lén va dat khoang 90%.

Sau khi ding paracetamol/tramadol hydrochloride, su hap thu paracetamol qua duong ubng dién ra
nhanh chéng va gan nhu hoan toan, chu yéu dién ra & rut non. Nong dé dinh trong huyét twong ciia
paracetamol dat dugc trong 1 gio va khong bi thay doi khi dung ddng thoi tramadol.

Viéc udng paracetamol/tramadol hydrochloride ciing véi thirc dn khong ¢6 anh hudng déng ké dén
nong do dinh trong huyét twong hoiac mirc d§ hap thu cia tramadol hodic paracetamol. Vi vy,
Tracedol ¢6 thé duoc dung doc lap vdi bita an.

Phiin bo:

Tramadol c6 ai luc cao vai mé (Vg 3 =203 £ 40 L). Tramadol lién két vai protein huyét twong khoang
20%.

Paracetamol dudmg nhu dugc phan bé rong rai dén hiu hét ciac md ciia co thé, ngoai trir chit béo. Thé
tich phén bé biéu kién ciia no la khoang 0,9 L/kg. Mot phan nho twong dbi (~ 20%) paracetamol lién
két vai protein huyét tuong.

Chuyén héa:

Tramadol dugc chuyén hoa nhidu sau khi ubng. Khoang 30% liéu ding dugc bai tiét qua nude tiéu
dudi dang khong ddi, trong khi 60% lidu ding duoc bai tiét dudi dang chét chuyén hoa.

Tramadol dugc chuyén hoa théng qua O-demethyl hda (xtc tic boi enzyme CYP2D6) thanh chat
chuyén héa M1, va théng qua N-demethyl héa (xic tic boi CYP3A) thanh chét chuyén hoa M2.
M1 duge chuyén hoa thém thong qua N-demethyl héa va bang cdch lién hop vai acid glucuronic. Thoi
gian ban thai trong huyét twong ctia M1 la 7 gid. Chat chuyén héa M1 c6 dc tinh giam dau va téc
dung manh hon tién chit. Néng do trong huyét twong cia M1 thip hon vai lan so voi tramadol va
khong anh hudng dang ké dén higu qua lam sang khi ding nhiéu lan.

Paracetamol duge chuyén hoa chi yéu & gan qua hai con dudng chinh: glucuronide hoa va sulphate
hoa. Con dudmg thir hai c6 thé dugc bdo hoa nhanh chéng & lidu cao hon liéu diéu tri. Mgt phan nho
(duGi 4%) duge chuyén hoéa boi cytochrome P450 thanh chét trung gian c6 hoat tinh (N-acetyl
benzoquinoneimine), trong diéu kién binh thudmg, dugc giai dc nhanh chéng bing cach khir
glutathione va bai tiét qua nudc tiéu sau khi lién hop véi cysteine va acid mercapturic. Tuy nhién,
trong khi qua liéu, ndng do chit chuyén héa nay ciing tang Ién.

Thai trie:
Tramadol va cdc chét chuyén hoa dugc thai trir chu yéu qua than. Thoi gian ban thai cua paracetamol
khoang 2 — 3 gir & ngudi lom. Thoi gian ban thai ngdn hon & tré em va dai hon mot chit & tré so sinh
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Quy cich dong goi: Hop 3 vi x 10 vién nén bao phim, hop 6 vi x 10 vién nén bao phim.

Piéu kién bio quan: Bao quan nhiét d6 duai 30°C.
Han diing: 36 thang ké tir ngay san xuat.
Tiéu chuén chit lrgng: Tiéu chudn co sd.

Tén, dia chi ciia co so san xuéit thube:

Co sé sdn xuit: Co sé ding goi cip 1, dong goi cifp 2, kiém tra chit lieong, chiu trich nhiém

xudt xwing 16:

GRUNENTHAL GmbH

Dja chi: ZieglerstraPe 6 52078 Aachen, Dirc.
Co s¢ sdn xuit dang biao ché:

Farmaceutici Formenti S.p.A

Pia chi: Via di Vittorio 2 21040 Origgio (VA). Y.

Trang 13/13



