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R, THUOC BAN THEQ DON

YURAF tab.

(Acetaminophen, tramadol hydroclorid)
Doc kj huwéng din si dmrg trudc khi ding
Néu cin thém thong tin, xin héi y kién - bic si hodic dwgc si.

Thanh phin: MGi vién nén chira:

Hoat chdt: 325 mg acetaminophen va 37,5 mg tramadol hydroclorid.

Ta dieoc: bt cellulose, tinh bt bién tinh, tinh bot ngd, tinh bot natri glycolat, magnesi stearat,
mau vang opadry 85F 12347, sap carnauba.

Dang bao ché : Vién nén bao phim.

Quy cdch dong géi : Hop 10 vi x 10 vién nén. Hop 03 vi x 10 vién nén.

Dic tinh dwge lue hoe:

Mi ATC: N02AXS52

Nhém duge ly: Giam dau, ha sdt, giam dau trung uong loai opioid.

Tramadol 1a thudc giam dau gay nghién c6 tic dung trén than kinh trung uvong. Tramadol la
thudc co cha van khong chon loc thuan tay cia thu thé opioid p, 6, k ¢6 ai lyc cao hon trén
thy thé p. Co ché khac gép phan vao tic dung giam dau 1a trc ché tai thu hdi noradrenalin va
lam tang phong thich serotonin. Khong giéng morphin, ¢ day liéu c6 tic dung giam dau cia
tramadol khong c6 téc dung lam suy yéu hé ho hap. Hiéu luc ctia tramadol bing 1/10 dén 1/16
cia morphin.

Tramadol khong phai 1a thubc chdng viém khong steroid va khong lam ting nguy co loét da
day va chay mdu trong.

Paracetamol (acetaminophen hay N - acetyl - p - aminophenol) la chat chuyén héa c6 hoat
tinh ctia phenacetin, la thubc giam dau - ha s6t hiru hiéu c6 thé thay thé aspirin; tuy vay, khac
véi aspirin, acetaminophen khong c6 hiéu qua diéu tri viém. Véi liéu ngang nhau tinh theo
gam, acetaminophen cé tac dung giam dau va ha sot twong tu nhu aspirin.

Acetaminophen 1am giam than nhiét & ngudi bénh sét, nhung hiém khi 1am giam thén nhiét &
ngudi binh thuong. Thubc tic dong 1én viing dudi ddi gy ha nhiét, toa nhiét ting do gian
mach va tang luu lugng mau ngoai bién.

Acetaminophen, v&i liéu didu tri, it tic dong dén hé tim mach va ho hip, khong lam thay déi
cén bing acid - base, khong gay kich mg, xudéc hodc chay mau da day nhu khi dung salicylat,
vi acetaminophen khdng tic dung trén cyclooxygenase toan thédn, chi tic dong dén
cyclooxygenase /prostaglandin ctia hé than kinh trung wong. Acetaminophen khong c6 tic
dung trén tiéu cau hodc thoi gian chay mau.

Khi diing qua liéu acetaminophen mt chit chuyén hoa 1a N - acetyl - benzoquinonimin gay
doc nding cho gan. Liéu binh thudng, acetaminophen dung nap t6t, khong cé nhiéu téc dung
phu cia aspirin. Tuy vdy, qué lidu cap tinh (trén 10 g) lam thuong tén gan gay chét ngudi, va
nhirng vu ngd doc va ty van bing paracetamol da tdng 1én mgt cach dang lo ngai trong nhiing
nam gin ddy. Ngodi ra, nhidu nguoi trong d6 c6 ca thdy thude, dudng nhu khong biét tic
dung chéng viém kém clia acetaminophen.

Khi dénh gié trén dong vat & phong thi nghiém, viéc phéi hop tramadol va acetaminophen cho
thdy chiing c6 tac dung hop luc.
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Dugc djng hoc:

Tramadol bj chuyén ho4 thanh M1 b&i CYP2D6. Tramadol la mot chét racemic va cac dang
ddng phan ta tuyén va hiru tuyén cia tramadol va M1 dugc tim thdy trong qué trinh luu th6;1g.
Dugc dong hoc cta tramadol va acetaminophen khi udng mot vién nén YURAF tab. dugc mo
ta trong bang 1. Tramadol ¢6 do hip thu va thoi gian ban thai nho hon acetaminophen.

Bing 1: Bing tong két cac thong s duge dong hgc trung binh cia cic dang dong phin
quang hoc cia tramadol, M1 va cia acetaminophen Khi uéng mjt vién nén
Tramadol/Acetaminophen két hop (37,5 mg/325 mg) & nhirng ngwoi tinh nguyén.

T (+)- ) ;
Thong so Tramadol Pransadol (+)-M1 (-)-M1 Acetaminophen
Cmax
(ngmpy | 303 | 5551 [ 109(57) | 128(42) 4,2 (0,8)
tmax (h) 1,8 (0,6) 1,8 (0,7) 2,1(0,7) | 2.2(0,7) 0,9 (0,7)
CL/F
(LA 588 (226) 736 (244) - - 365 (84)
t%2 (h) 5,1(1,4) 4,7 (1,2) 7,8 (3,0) 6,2 (1,6) 2,5(0,6)
Véi acetaminophen, Cmax dugc tinh theo don vi pg/mL

Mot nghién ciru duge dong hoc cho mot liu don YURAF tab. dugc tién hanh trén nhitng
ngudi tinh nguyén da chi ra ring khong c6 sy twong téc giira tramadol va acetaminophen. Tuy
nhién, sinh kha dung ctia tramadol va chét chuyén hod M1 & dang vién nén két hop thip hon ¢
dang don chét. Dién tich dudi dudng cong bi giam 14% dbi vai (+)-tramadol, 10,4% ddi véi
(-)-tramadol, 11,9% déi v6i (+)-M1 and 24,2% ddi véi (-)-M1. Nguyén nhén cua viéc giam
sinh kha dung chua duoc biét mét cach rd rang.

Khong c6 déu hiéu thay ddi vé duge dong hoc cua acetaminophen & dang phéi hop va & dang
don.

HAP THU:

- Sinh kha dung tuyét d6i ctia tramadol HCI khi uéng liéu 100 mg vao khoang 75%. Nong do
trong huyét tvong sau khi udng liéu 2 vién nén ciia tramadol dat cyc dai sau 2 gio va cia M1
1a3 gio.

- Trong huyét tuong, ndng do cta acetaminophen dat dinh trong vong 1 gi& va khong bi anh
huong boi tramadol. Khi ung acetaminophen dugc hip thu cht yéu & rudt non.

- Nhirng anh hudng cua thirc dn:

- Khi YURATF tab. dugc udng ciing thirc n, thoi gian dé dat ndng do cuc dai bi cham hon
khoang 35 phut ddi voi tramadol va gan nhu mot gir dbi voi acetaminophen. Tuy nhién, ndng
d5 cuc dai va mirc do hép thu cua tramadol va acetaminophen thi khong bi anh hudng.

PHAN BO:

_ Thé tich phén bd cua tramadol khi tiém tinh mach liéu 100 mg 14 2,6 I/kg & nam va 2,9 I/kg
0 nir.

_ Lién két cia tramadol véi protein huyét tuong vao khoing 20% va lién két nay chi hinh
thanh khi ndng do dat dugc 10 pg/ml.

_ Acetaminophen phan b rong vao hdu hét cac mé cua co thé ngoai trir md md. Thé tich
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phan b vao khoang 0,9 I/kg. Mot ty 1é nho (khoang 20%) acetaminophen lién két véi protein
huyét tuong.

CHUYEN HOA:

- Tramadol bj chuyén hoa bdi CYP2D6 va CYP3A4. Khoéng 30% cuia liéu thai trir qua nuéc
tiéu dudi dang khong ddi va 60% lidu bai tiét dudi dang chuyén hoa. Céc céch chuyén hod
chinh 1a xuét hién cac lién két N-, O-, loai methyl, két hop véi acid glucuronic hodc sulfat ¢
gan. Chat chuyén hoa M1 (O- -desmethyltramadol) 14 hoat chét c6 hoat tinh sinh hoc. Sy hinh
thanh M1 phu thuge vao CYP2D6 ciing nhu céc chét te ché ¢6 anh hudng dén dap img diéu
tri.
- Acetaminophen bj chuyén hoa chi yéu & gan biing ba con dudng chinh:

> Lién két v6i acid glucuronic.

> Lién két véi sulfat.

» Oxy hoa qua cytochrom P450.

- O ngudi I6n, acetaminophen bi chuyén hoa chi yéu do két hop véi acid glucuronic va mot
phin nho hon két hop véi sulfat. Su két hop nay tao thanh cac chét chuyén hoa khéng c6 hoat
tinh sinh hoc.

- O tré em, tré so sinh, tré sinh non, sy két hop v6i sulfat chiém wu thé.

THAI TRU:

- Tramadol dugc thai trir chii yéu nho sy chuyén hoa & gan va cic chét chuyén hod nay dugc
thai trir chti yéu qua than. Sau khi ung tramadol, thoi gian ban thai cta tramadol trong huyét
tuong 1 5-6 gid va ciia M1 la 7 gio. Thoi gian ban thai cta tramadol trong huyét tuong ting
1&n 7-9 gior khi udng lidu tiép theo cua tramadol.

- O ngudi 16n, thoi gian ban thai ctia acetaminophen vao khoang 2 dén 3 gi va c6 phin ngin
hon dbi voi tré em va dai hon & tré so sinh va & bénh nhan xo gan. Acetaminophen thai trir
chi yéu nhd sy hinh thanh cdc lién két véi acid glucuronic va sulfat. Khoang 9%
acetaminophen thai trir qua nudc tiéu dudi dang khong chuyén hoa.

POl VOI BENH NHAN SUY THAN

- Dugc dong hoc cua YURATF tab. trén bénh nhan suy thdn chua dugc nghién ciru. Theo
nhirng nghién ctru khi sir dung tramadol & dang khong két hop, sy thai trir cia tramadol va
chét chuyén hoa M1 bj giam & bénh nhdn c6 d9 thanh thai creatinin nhd hon 30 ml/ phat. Vi
vdy, can diéu chinh liéu & nhimg bénh nhan nay.

POI VOI BENH NHAN SUY GIAM CHUC NANG GAN

- Dugc dong hoc cia YURATF tab. trén bénh nhan suy giam chirc ning gan chua dugc nghién
ctru. Do tramadol va acetaminophen déu dugc chuyén hoé chi yéu bai gan, vi vy khong nén
chi dinh YURATF tab. cho bénh nhén suy gan.

POI VOI NGUOI GIA

_ Mot sb két qua nghién ctru thu duge cho thiy khong ¢6 nhimg thay ddi déng ké vé duge
dong hoc cua tramadol va acetaminophen & nguoi gia cé chirc ning gan va than binh thudng.
Chi dinh:

Thudc duoc chi dinh didu tri cac con dau clp tinh, v6i mic dd tir vira dén niing.

Liéu lwgng va cich dung:

Ngueoi 1én va tré em trén 12 tudi:

Lidu t5i da 1a 1 dén 2 vién mdi 4 dén 6 gio va khong qua 8 vién trong 1 ngay. Thude khong bi
anh hudng baoi thire an.
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Tré em (dudi 12 tuoi): Do an toan va hiéu qua coa thube chua duoc nghién ctru ¢ tré em.
Ngueoi gia (trén 75 tuéi): O bénh nhan trén 75 tudi, khoang cach t6i thiéu gitra céc lidu sir
dung khong nén ngén hon 6 gio.
Bénh nhan suy than:
Cler < 10 ml/phat: Khong duge khuyén céo ding.
Cler 10 - 30 mi/phut: Khéng nén sir dung qué 2 vién mdi 12 gio.
Bénh nhan suy gan:
Suy gan ning: Khong dugc khuyén céo dung.
Suy gan mirc d6 nhe dén vira: Diéu chinh khoang céch téi thiéu giira cdc lidu sir dung tuy theo
murc d bénh

Thudbc chi diing khi c6 sw ké don ciia Bic si.
Chong chi dinh:
- Khong nén dung thude cho cic bénh nhén c6 tién sir nhay cam véi tramadol, acetaminophen
hay bit cir thanh phan nao cuia thude hodic véi cac thude opioid.
- Thudc ciing chdng chi dinh trong céc trudng hop ngd doc cép tinh do ruou, thude ngu, cic
chat ma tiy, céc thudc giam dau trung vong, thude opioid va céc thude huéng than.
- Bénh nhén suy gan ndng
- Pong kinh khong kiém soat dugc
- Bénh nhén dang dung IMAO trong vong 2 tuan.
Thén trong:
- Béc si cin canh béo bénh nhén vé cac ddu hiéu cua phan ung trén da nghiém trong nhu hgi
chimg Steven-Johnson (SJS), hdi chirng hoai tir da nhiém doc (TEN) hay hoi chimg Lyell, hoi
chimg ngoai ban mun mu toan than cap tinh (AGEP).
- Than trong khi sir dung thudc vi ¢6 nguy co gdy co giat khi diing ddng thoi tramadol véi cac
thuéc SSRI (tc ché tai hip thu serotonin), TCA (cac hop chit 3 vong), céc opioid, IMAO,
thu6c an than hay céc thudc lam giam ngudng co giat; hay trén cic bénh nhén bi dong kinh,
bénh nhan c6 tién sir co giat, hay c6 nguy co co giat.
- Than trong khi sir dung thudc vi c6 nguy co giy suy hd hap trén nhitng bénh nhan c6 nguy
co suy hé hp; ding liéu cao tramadol vai thude té, thude mé, rugu.
- Thén trong khi sir dung thude déng thoi véi céc thude e ché hé than kinh trung wvong nhu
rugu, opioid, thudc t&, thudc mé, thude ngu va thude an than.
- Thén trong khi stir dung thudc cho cac bénh nhén bi tang ap luc ndi so hay chén thuong dau.
- Than trong khi sir dung cho cac bénh nhan nghién thudc phién vi c6 thé gay ti nghién.
- Than trong khi str dung thude cho céc bénh nhan nghién rugu man tinh vi c6 nguy co giy
ddc tinh trén gan.
- Viéc duing naloxon trong xir ly qua liéu tramadol c6 thé gay ting nguy co co giat.
- Vi nhitng bénh nhén ¢ dd thanh thai creatinin dugi 10 ml/phit khéng duge khuyén céo
dung
- Thén trong v&i bénh nhédn suy gan ning.
- Khong dung qué liéu chi dinh.
- Acetaminophen tuong ddi khong doc vai lidu diéu tri. D6i khi c6 nhing phan tmg da gdm
ban dat sdn ngira va may day, nhiing phan (mg man cam khac gdm phu thanh quéan, phu mach,
va nhitng phan tng kiéu phan vé c6 thé it khi xay ra.
- Khong diing véi cc thude khéc chira acetaminophen hay tramadol.
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- Than trong trong didu trj cic bénh cép tinh & bung vi thudc c6 thé che lap dau

- Viée duing thubc kéo dai c6 thé gdy quen thude va nghién thuéc; phai tranh ngtmg thudc dot
ngdt vi c6 thé Xay ra céc triéu chimg cai thude. Viéc giam dan liéu dung trong thoi gian ngimng
thudc 1am giam nguy co xay ra céc triéu ching cai thude.

Tac dyng khéng mong mubn:

Céc tac dung phy thudng xuyén xay ra nhit 1a trén hé thin kinh trung uvong va hé tiéu hoa.
Phé bién nhit 1a budn non, hoa mét chéng mit, budn ngu.

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

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

- H¢ thén kinh trung wong va h¢ thin kinh ngoai bién: dau dau, ring minh.

- H¢ tiéu hda: dau bung, tao bon, tiéu chay, khé tiéu, dy hoi, khd miéng, non mira.

- Ri loan tdm than: chén an, lo ling, nhdm IAn, kich thich, mét nga, bdn chdn.

- Da va cac phan phu thudc da: nglra, phat ban, ting tiét md hoi.

Céc béo cdo vé tic dung phy trén 1am sang hiém gip c6 thé c6 nguyén nhan lién quan dén
thuéc gdm co:

- Toan b co thé: dau ngyc, rét run, ngét, hdi chimg cai thudc.

- Réi loan tim mach: tang huyét p, tang huyét ap trAm trong, tut huyét ap.

- Hé than kinh trung uong va hé thin kinh ngoai bién: mit thing bing, co giat, cang co, dau \
nira dau, dau nira ddu trdm trong, co co khong tu chi, di cam, ngdn ngo, chéng mit. KJ{%/' "
- Hé tiéu hoa: kho nudt, phan den do xuét huyét tidu héa, phu ludi. {
- Réi loan vé tai va tién dinh: 0 tai.

- Réi loan nhip tim: loan nhip tim, danh tréng nguc, mach nhanh.

- Co quan gan va mit: cdc xét nghiém vé gan bt binh thudng.

- Réi loan chuyén hoa va dinh dudng: giam can.

- Réi loan tim thdn: hay quén, mit y thirc, trdm cam, lam dung thude, tm trang bat én, 4o
gidc, bét luc, 4c mong, c6 nhirng ¥ tudng di thuong.

- Réi loan hong cau: thiéu mau.

- Hé ho hép: kho tho.

- Hé tiét niéu: albumin niéu, rdi loan tiéu tién, nude tiéu it, b tiéu.

- Réi loan thi luc: tim nhin khdng binh thudng.

Céc tac dung phu khéac ctia tramadol hydroclorid trude giai doan thir nghiém lam sang va sau
khi da luu hanh trén thi truong:

Céc truong hgp duge bdo cdo khi dung tramadol gdm c6: ha huyét ap thé dimg, cac phan (mg
dj tmg (gdm phan tmng phan vé, ndi mé day, hdi ching Stevens-Johnson), rdi loan chirc ning
nhin thirc, mudn tu sit va viém gan. Cac bt thuong duge béo cdo & phong thi nghiém la
creatinin ting cao. Hoi ching serotonin (c4c triéu chimg ctia né c6 thé 1a sbt, kich thich, run
riy, cang thing lo 4u) xay ra khi ding tramadol cling véi cdc chit tac dong dén serotonin nhu
céc thudc tre ché chon loc tai hdp thu serotonin va tc ché MAO. Viéc theo doi gidm sét
tramadol sau khi luu hanh trén thj trudng cho thdy né rat hiém khi lam thay déi tdc dung cua
warfarin, ké ca tang thoi gian dong mau.

Thong bdo ngay cho bdc sy khi gdp phai cdc tac dung khong mong mubn cia thubc.
Twong tic thude:

Ding véi cdc thuéc ire ché MAO va ire ché tdi hdp thu serotonin:

Sir dung ddng thoi thube véi céc thube e ché MAO hay thude (e ché tai hép thu serotonin ¢6
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thé 1am ting nguy co xay ra cic tac dung phy, gdm chimg co giat va hdi chimg serotonin.
Diing voi carbamazepin:

Sir dung ddng thoi tramadol hydroclorid véi carbamazepin lam ting déng ké sy chuyén héa
tramadol. Tac dung giam dau cta tramadol trong thudc c6 thé bj giam sut vdi cac bénh nhan
udng carbamazepin.

Diing voi quinidin:

Tramadol duge chuyén héa thanh M1 (chét chuyén héa c6 tac dung) bing CYP2D6. Ubng
quinidin ciing v&i tramadol s& [am tdng ham lugng ctia tramadol. Két qua lam sang ciia tuong
tac nay khong rd.

Diing voi cdac chdt thuée nhém warfarin:

Theo nguyén tic y té, phai dinh ky danh gia thoi gian dong méu ngoai lai khi ding déng thoi
thuée v&i cac thude nay do ghi nhan INR (chi s binh thudng qudc té) ting & mot sb bénh
nhén,

Diing véi cde chat tre ché CYP2D6:

Céc nghién ctru trong dng nghiém vé tuong tac thude trén microsom cta gan ngudi cho thiy
udng thude ciing véi cac chit ic ché CYP2D6 nhu fluoxetin, paroxetin va amitriptylin c6 thé
lam han ché chuyén hoa tramadol.

Diing vdi cimetidin:

Dung dong thoi thude voi cimetidin chua duge nghién ciru. Sir dung ddng thoi tramadol véi
cimetidin khong lam thay ddi tinh chit dugc dong hoc cua tramadol trén phuong dién 1am
sang.

Diung vdi acetaminophen:

Khong dung cling cic thude chira acetaminophen khac vi ¢6 thé gay triéu chimg qua liéu.
Thude giam ngiedng co gidt:

Céc giam ngudng co giat, nhu bupropion, thude chdng trim cam Grc ché tai hip thu serotonin,
thuéc chéng trdm cam ba vong va thudc an than. Sir dung ddng thoi tramadol véi cac thude
ndy c6 thé 1am tang nguy co co giat. Téc do hp thu cua acetaminophen c6 thé bi tang Ién khi
dung cing metoclopramid hodc domperidon va bi giam khi dung cting cholestyramin.

Thudc tre ché than kinh trung wong:

Thudc giam dau trung wong khéc, barbiturat, benzodiazepin, thudc chéng lo 4u khéc, thube
ngu, thude chéng trdm cam cé tic dung giam dau, thudc khang histamin c6 téc dung giam
dau, thudc an thin, thuc tri ting huyét ap c6 téc dung trén than kinh trung vong, thalidomid
va baclofen: c6 thé ting tac dung giam dau & trung uvong. C6 anh hudng dén sy tinh tio nén
c6 thé gay nguy hiém khi l4i xe va van hanh may méc.

Thudc chii vdn va doi khdng opioid:

Lam giam tac dung giam dau cta tramadol do tac dung (rc ché canh tranh & receptor, vi nguy
co xay ra hoi chimg thiéu thude.

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

Phu nir c6 thai:

Tramadol di qua nhau thai. Khong ¢6 nghién ctu day du va dang tin cdy trén phu nit ¢6 thai.
Sir dung an toan cho phu nir ¢6 thai chua dugc khing dinh.

Phu ni¥ cho con bu:

Khong nén ding thudc cho phu nir cho con bt vi d an toan ciia n6 ddi véi tré nho va tré so
sinh vin chwa dugc nghién ciu.

VS (P
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Anh huémg dén kha niing 14i xe va van hanh miy moc:
Do thube ¢6 téc dung khong mong muén gy dau dau, budn ngu, chong mit, suy giam nhén
thirc, rdi loan tim nhin gdy anh huong dén kha ning lai xe va van hanh méy méc. Can than
trong dbi voi nhirng bénh nhan phai 1am céc cong viéc nay.
Qui liéu:
Triéu chimg
- Yuraf tab. |2 thuéc phéi hop da thanh phin. Biéu hi¢n 1dm sang cia viéc ding thuc qué
liu c6 thé 1a ddu hiéu hay triéu chimg cia ngd doc tramadol, acetaminophen hay cia ca hai.
- Tramadol: nhimg hiu qua nghiém trong khi qué liéu tramadol c¢6 thé 1a suy ho hép, hon
mé, co giat, nglrg tim va tir vong.
- Acetaminophen: diing lidu rit cao acetaminophen c6 thé gay doc trén gan trén mot sb bénh
nhén. Céc triéu chimg sém c6 thé xay ra khi gan bi ton thuong do qué liéu acetaminophen
gdm: kich thich dudng tiéu hoa, chan in, budn ndn, ndn, kho chiu, nhot nhat, toat mé hdi. Cac
triéu chimg nhiém ddc gan c6 thé xuét hién sau 48 dén 72 gid sau khi ubng thubc.
Xir tri
- Qua liéu Yuraf tab. ¢6 thé gdy chét ngudi do qua liéu nhiéu thudc. Trong khi naloxon giai
quyét duge mot s6 (khong phai tét ca) céc tridu ching do ding qué lidu tramadol, nguy co co
giat cling tdng lén khi dung cung véi naloxon.
- Loc mau khong hy vong gitip dugc cho viéc dung qua liéu vi n6 thai trir dudi 7% lugng
thudc udng vao trong vong 4 gid loc. Khi diéu tri qua liéu Yuraf tab., trude hét phai dam bao
thoang khi. C6 thé gdy ndn bing co hoc hay dung siro ipecac néu bénh nhéan & tinh trang nguy
kich (tiy vao phan xa cua héu va hong). Uéng than hoat (1 g/kg) sau khi da lam sach da day.
Lidu dau tién nén ubng thém ciing 1 liéu thude tiy nhe thich hop. Néu dung liéu nhic lai, nén
dung xen k& voi thude tiy nhe. Ha huyét ap thuong do nguyén nhan la giam thé tich mau va
nén bd sung day du. Xir Iy cac yéu td gay co mach va cic bién phap hd trg khac ciing can phai
thuc hién. Nén dit 6ng thong ndi khi quan trude khi thuce hién liéu phép ria da day véi bénh
nhan bét tinh, va khi cn thiét, phai trg hd hip.
- V&i bénh nhan 1a ngudi 16n va tré em, bat cir truong hop nao da udng 1 lugng khong biét
acetaminophen hodc khi nghi ngd hay khong chic chin vé thoi gian ding thuée nén xéc dinh
ndng do ipecac trong huyét tvong va xir ly bing acetylcystein. Néu khong thé dinh lugng va
lvong ipecac da udng udc tinh vuot quéa 7,5 dén 10 gam d6i véi ngudi 16n va ngudi trudng
thanh, 150 mg/kg déi v6i tré em thi trude hét nén udng N-acetylcystein va tiép tuc cac bién
phap xur ly khéc.
Bio quén:
Béo quan trong bao bi kin, & nhiét d§ dudi 30°C, tranh dnh sdng va tranh am.
Han dung: 36 thang ké tir ngay san xuét.
PE THUOC TRANH XA TAM TAY TRE EM.
Nha san xuét
KMS Pharm. Co., Ltd.
236, Sinwon-ro, Yeongtong-gu, Suwon-si, Gyeonggi-do, Han Quéc

Ngay xem xét sira ddi cip nhit lai ndi dung hwéng din sir dung thube : dd/mm/yyyy
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TO THONG TIN CHO BENH NHAN

1. Tén sin phim

YURATF tab.

ch ky {méng ddn str dung trieée khi dung

Dé xa tam tay tré em

Théong ba'f) ngay cho bdc st hodc dirgce sT nhitng tdc dung khong mong muon gap phai khi sir
dung thuoc

Thuéc nay chi ding theo don cia bdc st

2. Thanh phin, ham lwgng ciia thube

MJi vién nén chira:

Hoat chdt: 325 mg acetaminophen va 37,5 mg tramadol hydroclorid.

Td diege: bt cellulose, tinh bdt bién tinh, tinh bot ngd, tinh bot natri glycolat, magnesi stearat,
mau vang opadry 85F 12347, sap carnauba.

3. Mo ta sin pham 1\3/
Vién nén bao phim. "
Quy cach dong gbi : Hop 10 vi x 10 vién nén. Hop 03 vi x 10 vién nén

4. Thube dung cho bénh gi?
Thudc dugc chi dinh diéu tri céc con dau cép tinh, v6i mic do tir vira dén niing

5. Nén ding thude nay nhu thé nao va liéu lwgng?

Nguoi lom va tré em trén 12 tuoi:

Liéu tdi da la 1 dén 2 vién mdi 4 dén 6 gio va khong qué 8 vién trong 1 ngay. Thudc khong bi
anh hudng bai thire an.

Tré em (dwoi 12 tuc‘ir): DP9 an toan va hi¢u qua cia thudc chua dugce nghién ciru & tré em.
Ngueoi gia (trén 75 tuoi): O bénh nhan trén 75 tudi, khoang cach tdi thidu gitra cac liéu sir
dung khong nén ngén hon 6 gio.

Bénh nhdn suy than:

Cler < 10 ml/phut: Khong dugc khuyén co dung.

Cler 10 - 30 ml/phit: Khong nén sir dung qua 2 vién mdi 12 gio.

Bénh nhan suy gan:

Suy gan ning: Khong dugc khuyén céo ding.

Suy gan mirc d nhe dén vira: Diéu chinh khoang céch tdi thiéu gitra cac lidu sir dung tiy theo
muc dd bénh

6. Khi nao khong nén ding thube nay?

Ngueoi lom va tré em trén 12 tuoi:

Liéu téi da 1a 1 dén 2 vién mdi 4 dén 6 gir va khong qua 8 vién trong 1 ngay. Thude khong bi
anh huong bai thire an.

Tré em (dieéi 12 tuéi): DO an toan va hiéu qua cia thude chua duge nghién ciru & tré em.
Nguwoi gia (trén 75 tuéi): O bénh nhan trén 75 tudi, khoang cach tdi thiéu gitra céc liéu sir
dung khong nén ngén hon 6 gio.
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Bénh nhdn suy than:

Cler < 10 ml/phat: Khong dugce khuyén cédo dung.

Cler 10 - 30 ml/phat: Khong nén str dung qué 2 vién mdi 12 gio.

Bénh nhan suy gan:

Suy gan niing: Khong dugc khuyén céo ding.

Suy gan mirc d nhe dén vira: Diéu chinh khoang cach tdi thiéu giira céc lidu sir dung tiy theo
muc do bénh

7. Téc dung khong mong mudn
Céc téc dung phy thuong xuyén xdy ra nhit 12 trén hé thin kinh trung wvong va hé tiéu héa.
Phd bién nhit la budn non, hoa mét chéng mit, budn ngu.
MOt s6 tac dung phu sau day ciing Xay ra, tuy nhién it thuong xuyén hon:
- Toan bo co thé: suy nhugc, mét méi, xtic dong manh.
- Hé thin kinh trung wong va hé thin kinh ngoai bién: dau diu, ring minh.
- H¢ tiéu hoa: dau byung, tdo bon, tiéu chay, khé tiéu, dﬁy hoi, khé mi¢ng, nén mura.
- R&i loan tim than: chdn Zn, lo lang, nhdm lan, kich thich, mét ngu, bdn chdn.
- Da va céc phan phu thudc da: ngira, phét ban, ting tiét md hoi.
Céc bao céo vé tic dung phu trén 1dm sang hiém gip co6 thé co nguyén nhan lién quan dén
thude gbm co:
- Toan bo co thé: dau ngyc, rét run, ngit, hoi chimg cai thudc.
- R&i loan tim mach: tang huyét ap, tang huyét ap tram trong, tut huyét ap.
- Hé than kinh trung wong va hé than kinh ngoai bién: mét thang bang, co gidt, cing co, dau
nira dau, dau nira dau trdm trong, co co khong ty chu, di cam, ngén ngo, chong mit.
- Hé tiéu hoa: khé nubt, phan den do xut huyét tiéu hoa, phi ludi.
- Réi loan vé tai va tién dinh: U tai.
- Réi loan nhip tim: loan nhip tim, dénh tréng nguc, mach nhanh.
- Co quan gan va mat: cac xét nghiém vé gan bét binh thuong.
- Réi loan chuyén héa va dinh dudng: giam can.
- Rdi loan tam than: hay quén, mat y thirc, tram cam, lam dung thude, tam trang bat on, a0
gidc, bét lyc, 4 mong, c6 nhirng y tuéng di thudng.
- Réi loan hong cau: thiéu mau.
- Hé ho hap: kho tho.
- Hé tiét niéu: albumin niéu, rdi loan tidu tién, nudc tidu it, bi tiéu.
- R&i loan thi lyc: tim nhin khong binh thuong.
Caéc tac dung phu khéc cua tramadol hydroclorid trudc giai doan thir nghi¢ém lam sang va sau
khi da luu hanh trén thi truong:
Céc trurong hop duge béo cdo khi ding tramadol gdm c6: ha huyét ap thé ding, cac phan (ing
di tmg (gdm phan tmg phan vé, ndi mé day, hoi chimg Stevens-Johnson), réi loan chirc ning
nhan thirc, mudn tyu sat va viém gan. Céc bit thudng dugc bdo cdo & phong thi nghiém la
creatinin ting cao. Hoi chimg serotonin (cac triéu chimg cla n6 c6 thé 1a sét, kich thich, run
rdy, cang thing lo du) xay ra khi dung tramadol ciing v6i céc chét téc dong dén serotonin nhur
céc thube e ché chon loc tai hip thu serotonin va tc ché MAO. Viéc theo ddi gidm sét
tramadol sau khi luu hanh trén thi truong cho thdy né rét hiém khi lam thay ddi téc dung ctia
warfarin, ké ca ting thoi gian dong mau.

;f r"::‘l’?‘?\‘
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8. Nén trinh dung nhirng thudc hoic thye phim gi khi dang sir dyung thube nay?

Ding véi cdc thuéc irc ché MAO va irc ché tdi hdp thu serotonin:

Sir ding dong thdi thube véi cac thude e ché MAO hay thudc tc ché téi hip thu serotonin ¢6
thé lam ting nguy co xay ra cic tic dung phy, gdbm chimg co giat va hoi chirng serotonin.
Diing voi carbamazepin:

Sir dung ddng thdi tramadol hydroclorid v&i carbamazepin lam ting dang ké su chuyén hoa
tramadol. Tac dyng giam dau cua tramadol trong thudc c6 thé bi giam st v4i cac bénh nhén
udng carbamazepin.

Diung voi quinidin:

Tramadol dugc chuyén héa thanh M1 (chdt chuyén héa c6 tic dung) bing CYP2D6. Udng
quinidin cing véi tramadol s& lam tdng ham lugng cia tramadol. Két qua Iam sang cua tuong
tac nay khong rd.

Diing véi cdc chat thuge nhém warfarin:

Theo nguyén tic y té, phai dinh ky danh gia thoi gian dong mau ngoai lai khi dung dong thoi
thuéc véi cac thude nay do ghi nhan INR (chi sé binh thuong quéc té) ting & mot s6 bénh
nhan.

Diing véi cdc chat irc ché CYP2D6:

Céc nghién ctru trong dng nghiém vé tuong tac thudc trén microsom cua gan ngudi cho thiy
udng thudc cuing véi cac chit e ché CYP2D6 nhu fluoxetin, paroxetin va amitriptylin ¢6 thé
lam han ché chuyén hoa tramadol.

Diing véi cimetidin:

Duing dong thdi thude voi cimetidin chua duge nghién ciru. Str dung dong thoi tramadol véi
cimetidin khong lam thay déi tinh chét dugc dong hoc ciia tramadol trén phuong dién lam
sang.

Diing véi acetaminophen:

Khong diing cling céc thudc chira acetaminophen khéc vi c6 thé gay triéu ching qué liéu.
Thuéc giam nguong co gidt:

Céc giam ngudng co git, nhu bupropion, thudc chdng trdim cam tc ché tai hap thu serotonin,
thuéc chdng trdm cam ba vong va thudc an than. Sir dung ddng thoi tramadol véi cac thude
ndy c6 thé 1am ting nguy co co giat. Téc do hap thu cta acetaminophen c6 thé bj ting 1én khi
dung cuing metoclopramid hodc domperidon va bj giam khi dung cung cholestyramin.

Thudc trc ché than kinh trung wong:

Thuéc giam dau trung wong khac, barbiturat, benzodiazepin, thudc chdng lo au khéc, thude
ngu, thude chéng trdm cam co tac dung giam dau, thubc khang histamin c6 tic dung giam
dau, thudc an thin, thudc tri ting huyét p co tac dung trén than Kinh trung wong, thalidomid
va baclofen: ¢6 thé ting tac dung giam dau & trung wong. C6 anh hudng dén sy tinh tdo nén
¢6 thé gay nguy hiém khi l4i xe va van hanh may méc.

Thudc chii vdn va doi khang opioid:

Lam giam tac dung giam dau cta tramadol do téc dung (¢ ché canh tranh & receptor, v&i nguy
co xay ra hoi chimg thiéu thube.

9. Cin lam gi khi mdt lin quén khong ding thube?
Tiép tuc liéu nhu thuong €.

10. Cin bio quén thude nay nhu thé nao? ,
Bao quan trong bao bi kin, & nhiét d¢ dudi 30°C, tranh dnh sdng va tranh .";irrl —
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11. Nhirng du hiéu va triéu ching khi ding thude qua lidu

Triéu chimg

- Yuraf tab. 1a thubc phéi hgp da thanh phin. Biéu hién 1am sang cua viéc ding thudc qua
liu c6 thé 1a ddu hi¢u hay triéu chimg cta ngd doc tramadol, acetaminophen hay ciia ca hai.

- Tramadol: nhitng hau qua nghiém trong khi qua liéu tramadol c6 thé la suy ho hép, hon
mé, co gidt, ngirng tim va tr vong.

- Acetaminophen: dung liéu rit cao acetaminophen c6 thé gay doc trén gan trén mot s bénh
nhan. Céc triéu ching sém c6 thé xay ra khi gan bi tén thuong do qué liéu acetaminophen
gdm: kich thich dudng tiéu héa, chan in, budn ndn, ndn, khé chiu, nhot nhat, toat md héi. Cac
triéu chirmg nhiém dgc gan c6 thé xuét hién sau 48 dén 72 gid sau khi ung thube

12. Cin lam gi khi ding thudc qua liéu khuyén cio?

Xie tri

- Qué lidu Yuraf tab. c6 thé gay chét ngudi do qué liéu nhiéu thudc. Trong khi naloxon giai
quyét duge mét sb (khong phai tat ca) cac tridu chimg do dung qua lidu tramadol, nguy co co
giat ciling tang lén khi dung cung vdi naloxon.

- Loc mau khdng hy vong gitip dugc cho viée dung qua lidu vi n6 thai trir dudi 7% lugng
thudc udng vao trong vong 4 gior loc. Khi diéu tri qua lidu Yuraf tab., trude hét phai dam bao
thoang khi. C6 thé gdy non bing co hoc hay diing siro ipecac néu bénh nhén & tinh trang nguy
kich (tdy vao phan xa cua hau va hong). Udng than hoat (1 g/kg) sau khi da lam sach da day.
Liéu ddu tién nén udng thém cing 1 liéu thudc tay nhe thich hgp. Néu dung lidu nhic lai, nén
dung xen k& véi thudc tiy nhe. Ha huyét 4p thuong do nguyén nhan 1a giam thé tich mau va
nén bd sung diy du. Xir ly céc yéu tb gdy co mach va céc bién phap hd trg khéc cling cin phai
thuc hién. Nén dat 6ng thong ndi khi quan trude khi thuc hién liéu phép rira da day véi bénh
nhan bét tinh, va khi can thiét, phai trg ho hap.

- V&i bénh nhin 1a ngudi 16n va tré em, bit cir trudng hop nao da ubng 1 lugng khong biét
acetaminophen hoiic khi nghi ngd hay khong chéic chin vé thoi gian ding thude nén xéc dinh
ndng do ipecac trong huyét trong va xir Iy bing acetylcystein. Néu khong thé dinh lugng va
lugng ipecac da ubng ude tinh vuot qua 7,5 dén 10 gam déi véi ngudi 16n va ngudi trudng
thanh, 150 mg/kg ddi vi tré em thi trude hét nén udng N-acetylcystein va tiép tuc céc bién
phap xur ly khac.

13. Nhirng diéu cin thin trong khi ding thude nay?
- Béc sT cin canh bdo bénh nhan vé cac du hiéu cta phan tng trén da nghiém trong nhu hoi
chimng Steven-Johnson (SJS), hdi chimg hoai tir da nhiém doc (TEN) hay hoi chimg Lyell, hoi
chimg ngoai ban mun mu toan than cép tinh (AGEP).

- Thén trong khi sir dung thudc vi c6 nguy co gy co git khi dung dong thoi tramadol v6i céc
thudc SSRI (irc ché tai hip thu serotonin), TCA (cdc hgp chat 3 vong), cac opioid, IMAO,
thuéc an than hay céc thube lam giam ngudng co giat; hay trén cdc bénh nhén bi dong kinh,
bénh nhan c6 tién st co giat, hay ¢6 nguy co co giat.

- Than trong khi sir dung thude vi c6 nguy co gy suy hd hap trén nhitng bénh nhén c6 nguy
co suy hé hip; ding liéu cao tramadol véi thue t&, thude mé, rugu.

- Than trong khi str dung thudc ddng thoi véi céc thube tic ché hé than kinh trung wong nhu
rugu, opioid, thudc té, thude mé, thube nga va thuée an than.

- Than trong khi st dung thudc cho cac bénh nhan bj tang ap lye ndi so hay chan thu
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- Than trong khi sir dung cho cac bénh nhan nghién thudc phién vi c6 thé gay tai nghién.

- Thén trong khi sir dung thude cho cc bénh nhan nghién rugu man tinh vi ¢ nguy co gy
dgc tinh trén gan.

- Viéc dung naloxon trong xir ly qué liéu tramadol c6 thé gy ting nguy co co giat.

- Véi nhitng bénh nhin c¢6 d§ thanh thai creatinin dudi 10 ml/phat khong dugc khuyén céo
dung

- Thén trong v&i bénh nhédn suy gan nang.

- Khong dung qué liéu chi dinh.

- Acetaminophen tuong d6i khong doc véi liéu diéu tri. Doi khi ¢6 nhitng phan ng da gdm
ban dat sn ngira va may day, nhitng phan (mg man cam khac gdm phu thanh quéan, phii mach,
va nhimg phan g kiéu phan vé c6 thé it khi xay ra.

- Khéng dung véi céc thude khac chira acetaminophen hay tramadol.

- Than trong trong diéu tri cdc bénh cAp tinh & bung vi thudc c6 thé che 1ip dau

- Viéc dung thudc kéo dai c6 thé gay quen thudc va nghién thudc; phai tranh ngimg thudc dot
ngdt vi c6 thé xay ra céc tridu chimg cai thudc. Viéc giam dan liéu ding trong thdi gian ngimg
thudc 1am giam nguy co xay ra céc triéu chimg cai thudc.

14. Khi nao cin tham vin bac si, duge si?
Tham vén bac sy néu gap phai tac dung khdng mong mudn khi st dung thudc.
Néu cén thém thong tin xin hoi y kién bac si hogc duoge si.

15. Han dung cia thube?
36 thang ké tir ngay san xuét.

16. Tén, dia chi ciia nha sin xuit
KMS Pharm. Co., Ltd.
236, Sinwon-ro, Yeongtong-gu, Suwon-si, Gyeonggi-do, Han Quodc

17. Ngay xem xét sira dbi cip nhit lai ndi dung hwéng din sir dung thube : dd/mm/yyyy
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