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KERNADOL TRAMADOL

Paracetamol & Tramadol hydrochloride

- Néu cin them thong tln, xin héi y kién bac si.

THANH PHAN: Méi vién bao phim c6 chita:

- Thanh phan hoat chdt :
Paracetamol......csssmawsmmmmomsns 325 mg
Tramadol hydrochloride........ 37.5mg
Thanh phan td  duoc: Gluten-free

pregelatinised corn starch, stearic acid 50,
Povidone K29/32, croscarmellose sodium,
opadry light yellow.
DUQC LUC HOC:
Tramadol 1a thudc giam dau trung wong. ft nhat
xay ra 2 co ché, lién két cua chit gc va chat
chuyén héa hoat tinh (M1) véi thu thé Mu-
opioid receptor va trc ché nhe tai hdp thu cua
norepinephrine va serotonin.
Paracetamol 14 1 loai thudc giam dau trung
wong khac. Co ché tic dung giam dau chua
duoe x4c dinh ddy du. Paracetamol c6 thé hoat
dong chi yéu bang cach wc ché téng hop
prostaglandin trén hé than kinh trung uong
(CNS) va & mot mic dd thip hon, thong qua
tdic dong ngoai vi bang cach ngin chin hinh
thanh xung luc gdy dau.
Tac dung ngoai vi cling ¢6 thé 1a do tc ché
tong hop prostaglandin hodc e ché tdng hop
hodc tac dong cua cac chat khic ma nhay cam
v6i thu thé dau lién quan dén kich thich co hoc
hoéc hoa hoc.
Khi dénh gia trén dong vat & phong thi nghiém,
viée phdi hop tramadol va paracetamol cho
thdy chiing ¢6 tac dung hop luc.
DUQC PONG HOC:
Tramadol duge dung ¢ dang racemic, ca dang
ta tuyén va hiru tuyén cua ca tramadol va M1
déu duoc tim thdy trong hé tuan hoan. Théng
tin vé duoge dong hoc cua tramadol va
paracetamol trong huyét twong sau khi udng 1
vién. Tramadol hdp thu chiam hon nhung c6
thoi gian ban thai dai hon so véi paracetamol.
Sau khi ubng 1 liéu don vién phbi hop
tramadol/paracetamol (37,5 mg/325 mg) nong
d6 16n nhit trong huyét twong cua (+)-
Tramadol/(-)-Tramadol 1a 64,3/55,5 ng/ml dat
dugc sau 1,8 gid va cua paracetamol la 4,2

ng/ml sau 0,9 gio. Thoi gian ban thai ti trung
binh cua [(+)-Tramadol/(-)-Tramadol] la
5,1/4,7 gio va cua paracetamol 1a 2,5 gio.

Hip thu

Sinh kha dung hoan toan trung binh cua
tramadol hydrochloride khoang 75% sau khi
udng 100 mg tramadol. Nong do dinh trong
huyét tuong tinh trung binh cia racemic
tramadol va M1 dat dugc ¢ khoang 2 va 3 gio
sau khi ngudi 16n khoe manh udng 2 vién thude.
Hip thu cua paracetamol sau khi uéng thudc
xay ra nhanh, gan nhu hoan toan va & rudt non.
Nong do dinh trong huyét twong cua

khéng bi anh huong khi udng cing tramadol.
Anh huéng cta thie an

Ubng thude ciing véi thire an khong c6 sy thay
d6i nao vé ndng do dinh trong huyét tuong hay
mtrc d6 hép thu cua tramadol hodc paracetamol,
vi thé c6 thé udng thudc ma khong phai phu
thudc vao bira an.

Chuyén héa

Po nong d¢ trong huyét trong cia tramadol va
chat chuyén hoa ctia né M1 sau khi céc tinh
nguyén vién udng thubc khong khac nhau so
v6i khi chi uéng 1 minh tramadol.

Khoang 30% thudc dugc thai trir qua nude tiéu
dudi dang khong thay d6i, trong khi d6 khoang
60% thudc duoc thai trir dudi dang cac chat
chuyén héa. Cach chuyén hoéa cha yéu 1a khu
nhém methyl & vi tri N- va O- hogc két hop voi
glucoronide hay sulfate ¢ gan.

Tramadol dugc chuyén hoa bang nhiéu cach,
trong d6 c6 ca CYP2D6. Paracetamol dugc
chuyén héa chu yéu ¢ gan bang co ché dong
hoc bac thir nhit va theo 3 cach riéng biét:
a) két hop vai glucuronide

b) két hop véi sulfate

¢) oxy hoéa thong qua enzyme cytochrome P450
Thai trie

Tramadol va chét chuyén héa cta né thai trir
chu yéu qua than. Thoi gian ban thai cua
racemic tramadol va M1 tuong Umg khoang 6




https://trungtamthuoc.com/

va 7 gid. Thoi gian ban thai cua racemic
tramadol tir khoang 6 gi¢ ting 1én 7 gio khi
ding ting thém liéu. Thoi gian ban thai cta
paracetamol khoang 2 dén 3 gid & ngudi 16m,
ngén hon mét it & tré em va dai hon mét it &
bénh nhdn xo gan va tré so sinh. Paracetamol
dwoc thai trir khoi co thé chu yéu bang cach két
hop véi glucoronide va sulfat tuy thudc vao
liéu udng. Dudi 9% paracetamol dugc thai trir
dusi dang khong ddi qua nude tiéu.
CHI PINH

Piéu tri cdc con dau tir trung binh dén ning
LIEU LUQNG VA CACH SU DUNG

Ngueoi I6m va tré em trén 12 tudi:

Liéu t6i da 1a 1 dén 2 vién mdi 4 dén 6 gio va
khéng qua 8 vién trong 1 ngay. Udng thudc
khong bi anh huong béi thire an.

Tré em (dudi 12 tudi):

Do an toan va hiéu qua cua Ultracet chua dugc
nghién ctru ¢ tré em.

Ngueoi gia (hon 65 tudi):

Khéng c6 sy khac biét nao vé do an toan hay
tinh chat duoc dong hoc giira céc nguoi dung
hon 65 tudi va ngudi dung it tudi hon.

Thuong khdng can phai diéu chinh liéu & bénh
nhan < 75 tudi khdng ¢6 biéu hién 14m sang cua
suy gan hay suy than.

Véi bénh nhén trén 75 tudi, sy thai trir ¢d thé
kéo dai, khoang cich gitra cac liéu dung thude
nén la 6 gio.

Suy thén: Khuyén cdo nén ting khoang céch
lidu Ultracet cho bénh nhan c¢6 d6 thanh thai
creatinin < 30mL/phut sao cho khong vuot qua
2 vién méi 12 gio.

Suy gan: Khong dung Ultracet cho bénh nhan
suy gan nang. Nhitng truong hop suy gan muc
d6 trung binh, cin nhic cin than kéo dai
khoang céch liéu.

CHONG CHI PINH:

Khong ding thude cho cac bénh nhén ¢6 tién sit
nhay cam v&i1 tramadol, paracetamol, hay bét cur
thanh phin nao khic cta thudc hodc véi cac
thubc opioid. Thude ciing chéng chi dinh trong
céc truomg hop ngd ddc cép tinh do ruou, thude
ngl, cac chit ma tiy, cac thudc giam dau trung
uong, thude opioid hay cac thudc huéng thin.
Khoéng dung tramadol cho bénh nhan dang sur
dung thudc trc ché monoamin oxidase hodc
nglimg sir dung trong vong hai tudn trude do.
Khong dung tramadol cho bénh nhédn suy gan
ning hodc dong kinh khéng duoc kiém soat
bang diéu tri.

TAC DUNG PHU

Céc tac dung phu thudng xuyén xay ra nhét 13
trén hé than kinh trung wong va hé tiéu hoa.
Pho bién nhét 12 budn ndn, hoa mét chéng mit,
budn ngi.

Mot sb tac dung phu sau day ciing xay ra, tuy
nhién it thuong xuyén hon:

- Toan bd co thé: suy nhuge, mét moi, xic
dong manh.

- Hé than kinh trung wong va hé than kinh
ngoai bién: dau dau, ring minh.

- Hé ti€u hoa: dau bung, tdo bon, tiéu chay, kho
tiéu, diy hoi, khé miéng, nén mira.

- Ri loan tAm than: chan in, lo ling, nham lan,
kich thich, mat ngu, bdn chon.

- Da va c4c phan phu thudc da: ngira, phét ban,
tang tiét md hoi.

Céac bdo cdo vé tic dung phu trén lam sang
hiém gaip c6 thé c6 nguyén nhan lién quan dén
thudc gém co:

- Toan bo co thé: dau nguc, rét run, ngét, hoi
chimg cai thude.

- R01 loan tim mach: téng huyét &p, ting huyét
ap tram trong, tut huyét ap.

- Hé than kinh trung wong va h¢ than kinh
ngoai bién: mat thing bang, co giat, cang co,
dau nua dau dau nua dau tram trong, co co
khong tu chi, di cam, ngin ngo, choéng mat.
- Hé tiéu hoa: khé nudt, phan den do xudt huyét
tiéu hoa, phu ludi.

- R6i loan vé tai va tién dinh: U tai.
- Rdi loan nhip tim: loan nhip tim, dénh tréng
nguc, mach nhanh.

- Co quan gan va mat: cac xét nghiém vé gan
bat binh thuong.

- Rbi loan chuyen hoa va dinh dudng: giam cén.

- Réi loan tAm than: hay quén, mét y thire, tram
cam, lam dung thudc, tAm trang bét on, 40 gidc,

bt Iuc, ac mong, c6 nhing y tuong di thuong.

- Réi loan héng cau: thiéu mau.

- Hé h6 hép: khé tho.

- Hé tiét niéu: albumin niéu, rdi loan tiéu tién,
nudc tiéu it, bi tiéu.

- Réi loan thj luc: tim nhin khéng binh thuomg.

Thong bdo cho bdc si nhirng tic dung khong
mong muén gdp phdi khi diing thubc.

THAN TRONG VA CANH BAO PAC BIET
KHI SU DUNG THUOC

Bic s can canh bo bénh nhin vé cac ddu hiéu
cua phan Ung trén da nghiém trong nhu hoi
chimg Steven-Jonhson (SJS), hdi chimg hoai tir
da nhiém ddc (TEN) hay hoi chimg Lyell, hoi
chimg ngoai ban mun mu toan than cdp tinh
(AGEP).

)




https://trungtamthuoc.com/

2 Thén trong khi sir dung thude vi ¢ nguy co
gdy co giat khi ding dong thoi tramadol véi

céc thude SSRI (trc ché tai hap thu serotonin),
TCA (céc hop chat 3 vong), céc Opioid,

IMAO, thubc an thdn hay céc thudc lam giam
ngudng co giat; hay trén cac bénh nhan bi dong
kinh, bénh nhan ¢6 tién str co git, hay ¢6 nguy
co co giat.

- Thén trong khi st dung thude vi ¢6 nguy co
giy suy ho hép trén nhitng bénh nhén c6 nguy
co suy hdé hip; dung lidu cao tramadol vdi
thudc té, thude mé, rugu.

- Than trong khi str dung thudc déng thoi véi
cdc thube e ché hé TKTU nhu rugu, Opioid,
thudce té, thudc mé, thube ngu va thudc an than.
- Thén trong khi st dung thudc cho cac bénh

nhan bj ting dp luc ndi so hay chan thuong dau.

- Théan trong khi str dung cho cac bénh nhéan
nghién thudc phién vi c6 thé gdy tai nghién.
- Than trong khi sir dung thubc cho cdc bénh
nhdn nghién ruou man tinh vi ¢6 nguy co giy
doc tinh trén gan.

- Viéc dung Naloxon trong xir 1y qua lidu
Tramadol c6 thé gy ting nguy co co giat.
- V61 nhiing bénh nhan c¢6 dd thanh thai
creatinin dudi 30 ml/phit duoc khuyén céo liéu
ding khong qud 2 vién cho mdi 12 gio.
- Thén trong v&i bénh nhdn suy gan ning.
- Khoéng diung qua liéu chi dinh.
- Khong ding véi cac thudc khic chia
paracetamol hay tramadol.

SU DUNG O PHU NU' CO THAI VA CHO
CON BU

Phu ni¥ c6 thai:

Tramadol di qua nhau thai. Khéng cé nghién
ctru day du va dang tin cdy trén phu nit ¢6 thai.
Str dung an toan cho phu nit cé thai chua duoc
khang dinh.

Phu nir cho con bi:

Khéng nén dung thude cho phu nit cho con bu
vi d0 an toan cua né doi véi tré nho va tré so
sinh vin chua dugc nghién ctru.

TUONG TAC THUOC

Cic twong tic chong chi dinh:

+ Cdc thuéc trec ché MAO khéng chon loc:
Nguy co héi chimg serotonin: tiéu chay, tim
dap nhanh, d6 md héi, run rdy, la 14n, thim chi
hén mé.

+ Cdc thudc ke ché chon loc MAO-A: Ngoai
suy tir cac thude e ché MAO khéng chon loc.
Nguy co hdi ching serotonin: tiéu chay, tim
dap nhanh, dé md héi, run rdy, la 14n, thdm chi
hén mé.

+ Cdc thuéc trc ché chon loc MAO-B: Céc triéu
chimg kich thich trung wong goi y hoi ching
serotonin: tiéu chay, tim dap nhanh, d6 moé héi,
run rdy, la 1in, thim chi hén mé.
Trong trudng hop méi didu tri véi cac thube tre
ché MAO, tri hoén hai tuan truée khi diéu tri
véi tramadol.

Céc twong tdc can thin trong khi sit dung
ddng thoi:

+ Sir dung véi carbamazepin: St dung dong
thoi tramadol hydroclorid v&i carbamazepin
lam ting dang ké chuyén héa tramadol. Céc
bénh nhdn sir dung carbamazepin c6 thé giam
dang ké tic dung giam dau cua thanh phan
tramadol cua thudc.

+ Str dung véi quinidin: Tramadol bi chuyén
héa thanh M1 (chat chuyén héa cé hoat tinh)
boi CYP2D6. Sir dung dong thoi quinidin véi
tramadol din téi lam ting ndng d6 tramadol.
Hau qua lam sang cta nhitng phat hién nay
chua dugce biét dén.

+ Sir dung cdc chdt giéng warfarin: Khi thich
hop vé mat y té, nén dénh gia dinh ky thoi gian
prothrombin khi ding dbng thdi thude va cac
chit nay do c6 céc bdo cdo vé viée tang INR
(international normalized ratio - chi sd binh
thuong héa qudc té) & mot sé bénh nhan.
+ Sir dung véi cdc thudc ke ché CYP2D6: Cac
nghién ciru tuong tac thuoc in-vitro trén vi lap
thé gan nguoi chi ra ring diing ddng thoi voi
cdc thubc e ché CYP2D6 nhu fluoxetin,
paroxetin va amitriptylin ¢6 thé trc ché chuyén
héa tramadol.

+ Swur dung véi cimetidin: St dung dong thoi
thudc v6i cimetidin chua duoc nghién cuu.
St dung dong thoi thude véi cimetidin khong
lam thay d01 dang ké dugc dong hoc cua
tramadol vé mat 14m sang.

+ Cdc thuéc doi khdng cde chdt chii vén opioid
(buprenorphin, nalbuphin, pentazocin): Giam
hidu qua giam dau bang cach chen canh tranh
tai céc thu thé, din dén nguy co xuét hién hoi
chting cai thude.

+ Cdc thudc trc ché tdi hdp thu serotonin cd
chon loc (SSRIs) va cdc thuéce triptan: Trong
cac truomg hop doc lap, di ¢ nhimg bao cdo vé
héi chimg serotonin ma co6 su lién hé tam thoi
véi viéc sir dung tramadol trong diéu tri két
hop v6i cac thude chen serotonin khdc nhu cac
thubc e ché tai hdp thu chon loc serotonin
(SSRIs) va céc thude triptan. Céc ddu hiéu cua
hoi chimg serotonin c6 thé 1a It 13n, kich dong,
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$6t, d& mo hoi, thit diéu, ting phan xa, gidt
rung co va tiéu chay.

+ Cdec dan chat opioid khdc (bao gom edc
thuée chdng ho va cdc diéu tri thay thé), cdc
thudc nhém benzodiazepin va barbiturat: Ting
nguy co suy hd hip ma c6 thé dan dén tir vong
trong cac truong hop qua lidu.

Céc thude giam dau tic dong lén he than kinh
trung vong khac, nhu cac dan chét opioid khac
(bao gom cac thuoc chdng ho va cac diéu tri
thay thé), rwou con, cac thudc nhém barbiturat,
benzodiazepin, cac thude giai lo au khac, thuée
ngt, thuéc chdéng trdm cam co6 tinh an than,
thudc khang histamin c6 tinh an than, thudc an
thin kinh, cdc thudc chira ting huyét ap tac
dung 1én than kinh trung wong, thalidomid va
baclofen.

Nhimg thudc nay c6 thé gy ting tc ché than
kinh trung wong. Tac dong dén su tinh tdo cb
thé gdy nguy hiém khi 1ai xe va van hanh may
moc.

Cac thude khac dugce biét co tac dung e ché
CYP3A4, nhu ketoconazol va erythromycin, cé
thé trc ché chuyén hoa ctia tramadol (khir nhém
methyl & vi tri N), ciing ¢6 thé trc ché chuyén
hoa ctia chét chuyén hoa khir nhom methyl & vi
tri O ¢6 hoat tinh. TAm quan trong vé mit lam
sang cua nhimg tuong tac nay chua dugc
nghién ctru.

+ Cdc thuée giam ngudng co gidl, nhu
bupropion, cdc thuéc chong trdm cam ikc che
tdi hap thu serotonin, cdec thuéc chéng tram
cam ba vong va cdc thudc an than kinh: St
dung ddng thoi tramadol véi cac thude nay cé
thé tang nguy co co gidt.

Tdc @ hap thu cua paracetamol c6 thé ting do
metoclopramid hodc domperidon va hidp thu
giam do cholestyramin.

Trong mot sd luong gii han cdc nghién cuu,
ding chit d6i khang 5-HT3 chéng nén
ondasetron truéc hodc sau khi phdu thuit lam
tang nhu cau dung tramadol & bénh nhan dau
sau phau thut.

TAC DUNG LEN KHA NANG LAI XE VA
VAN HANH MAY MOC:

Than trong khi lai xe va van hanh may mo, vi
thudc ¢6 thé gy ra hoa mét chéng mat, budn
ngu.

QUA LIEU

Biéu hién

Thubc 1a thubc phéi hop da thanh phan. Biéu
hién 14m sang cua viéc ding thudc qua lidu c6
thé 1a cac ddu hiéu hay triéu chimg cua ngd doc

tramadol, paracetamol hay cua cd hai.
- Tramadol: nhitng hdu qua nghiém trong cua
viéc dung tramadol qua lidu c6 thé 1a suy hd
hdp, hén mé, co giat, nglmg tim va tir vong.
- Paracetamol: ding liéu rat cao paracetamol c6
thé gy doc cho gan trén mot sd bénh nhan.
Cac tri¢u chimg sém co thé xay ra sau khi gan
bi tén thuong do quéa lidu paracetamol gom:
kich tmg dudng tiéu héa, chan in, budn non,
nédn, kho chiu, nhot nhat, toat md héi. Céc triéu
ching nhiém doc gan co thé xuat hién sau 48
dén 72 gior sau khi udng thude.

Cach xur tri:

Qua liéu thudc co thé gay chét ngudi do qua
lidu nhiéu thude, vi thé néu c6 thé, nén c6 hoi
chén cua cic chuyén gia.

Mic di naloxon giai quyét dwoc mot sé (nhung
khong phai tit ca) cac triéu chimg do ding qua
lidu tramadol, nguy co co giét ciing tang 1én khi
dung cung naloxon. Dua vao kinh nghiém khi
st dung tramadol, loc mau khéng hy vong gitp
dugc cho viée dung qua lidu vi n6 thai trir dudi
7% lugng thude ubng vao trong vong 4 giv loc.
Khi diéu tri qua liéu Ultracet, trudc hét phai
dam bao thong khi ddy du song song véi cac
diéu tri hd tro chung khac. Tién hanh céc bién
phép nhim lam giam hip thu thude. C6 thé gay
nén bang co hoc hay ding sird ipecac néu bénh
nhin con tinh tio (con phan xa cia hau va
hong). Udng than hoat (1g/kg) sau khi da lam
sach da day. Liéu déu tién nén udng thém cung
1 liéu thudc tay nhe thich hop. Néu ding lidu
nhéc lai, nén ding xen ké véi thudce tiy nhe. Ha
huyét ap thuomg do nguyén nhan 13 giam thé
tich mau va nén bd sung dich day du. Chi dinh
sir dung cac thudc gdy co mach va cdc bién
phép hd tro khac ciing can phai thuc hién. Nén
dat ong thong ndi khi quan trude khi thuc hién
lidu phép rira da day véi bénh nhan bét tinh, va
khi can thiét, phai trg ho hip.

V6i bénh nhéan 1a ngudi 16n va tré em, bét cir
truong hop nao d& udng mot lugng khong biét
paracetamol hodc khi nghi ngo hay khong chic
chan vé thoi gian ding thudc nén xéc dinh
ndng dd paracetamol trong huyet turong va didu
tri bang acetylcystein. Néu khong thé dinh
luong va luong paracetamol da udng wéce tinh
vuot qua 7,5 d&n 10g d6i véi nguoi 16n va
thanh thiéu nién, hodc 150mg/kg ddi véi tré em
thi nén bét dau didu tri véi N-acetylcystein va
tiép tuc cho dén khi hoan tat liéu trinh diéu tri.
BAO QUAN:

SNE = 2Ly
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Bao quan & nhiét 6 dudi 30°C, tranh 4nh sing
va am.

HAN DUNG: 3 nam ké tir ngay san xuat.
TIEU CHUAN: Nha san xut.

TRINH BAY: Hop 2 vi x 10 vién

DNNK:

SAN XUAT BOI:

KERN PHARMA, S.L.

Venus, 72-Poligono Industrial Colon II

08228 Tarrasa ( Barcelona) Tay Ban Nha.

CTIEY




