Rx VIDALGESIC TAB.

THUGCBANTHEORON  y|EN NEN DAI BAO PHIM

THANH PHAN: M3i vién nén dai bao phim ch(a:
o Hoat chatchinh: Tramadol hydroclorid.
Paracetamol
Tinh bot ngd, avicel, P.V.P K30, aerosil, magnesi stearat, D.S.T,
H.P.M.C, titan dioxyd, bot talc, mau vang quinolin, ddu thau ddu.
CHI DINH: Diéu trj cac con dau tir trung binh dén ndng.
CHONG CH BINH:
¢ Bénh nhan co tién sl nhay cam v6i tramadol hodc opioid, paracetamol hay bét ci thanh
phdn nao clia thudc.

+ Ngd doc cdp hodc dung qua liéu cac thudc Gc ché than kinh trung uong nhu: rugu, thudc
ngd, thuéc gidm dau trung uong, cac opioid hodc céc thudc diéu tri tam than.

+ Nguti dang dung thudc tic ch& MAO hodc méi dung (ngimg thudc chua dén 15 ngay).

¢ Suy hd hdp ning.

o Tré em dugi 15 tudi.

+ Phu nii dang cho con b.

+ Dong kinh chua kiém soat dugc bing diéu tri.

+ Nghién opioid.

+ Ngudi bénh nhiéu 14n thi€u mau hodc cd bénh tim, phdi, than hoic gan.

o Ngudi bénh qua man véi paracetamol. Ngudi bénh thi€u hut glucose — 6 — phosphat

_ dehydrogenase.

LIEU LUGNG & CACH DUNG:

o Ngudi I6n va tré em trén 12 tudi:

— Lifu t6i da 1a 1 — 2 vien mdi 4 d&n 6 gio va khong qué 8 vién trong mot ngay.

— Thudc khong bi &nh hubng béi thic n.

o Tré em dudi 12 tudi: do an toan va hidu qud chua dugc nghién ciu.

o Ngudi gia (hon 65 tudi): khong co su khac biét nao vé& do an toan hay tinh chdt dugc
dong hoc giia cdc ngudi diing hon 65 tudi va nguti diing it tui hon.

TAC DUNG KHONG MONG MUON:

o Thigng gap: trén hé than kinh trung uong va hé tiéu héa. Phd bién nhat Ia budn non, hoa
mét, chéng mat, budn ngd.

it gap:

— Toan than: suy nhugc, mét moi, xic dong manh.

— Hé than kinh trung uong va ngoai bién: dau ddu, ruing minh.

— H@ tiéu hda: dau bung, tdo bon, kho tiéu, ddy hai, khd miéng, non mira.

— Rdi loan tam than: chan &n, lo ling, nham Iin, kich thich, mat ngd, bon chén.

- Da: nglia, phat ban, tiét md hoi.

+ Hiém gdp:

— Toan than: dau nguc, rét run, ngat, hdi chiing cai thudc.

— Rdi loan tim mach: ting huyét ap, tut huyét ap.

— RGi loan tao méu: gidm tiéu cdu, gidm bach ciu.

— Hé than kinh trung uong va ngoai bién: mét thdng béng, co giat, cing co, dau nifa d4u, dau
nifa d4u trdm trong, co cd khdng ty chll, di cdm, ngdn ngd, chong mat.

— Hé tiéu héa: khd nudt, phan den do xudt huyét tiéu hoa, phi ILGi.

— Roi loan vé tai va tién dinh: U tai.

— Rai loan nhip tim: loan nhip tim, danh tréng nguc, mach nhanh.

- Gan va mat: cac xét nghiém vé gan bat thudng.

— Réi loan chuyén héa va dinh duing: gidm can.

— R@i loan tam than: hay quén, mat y thic, trdm cam, lam dung thuc, tam trang bét dn, a0
giac, bat lyc, 4c mong, ¢6 nhiing y tubng di thuting.

— R6i loan hdng cdu: thigu mau.

— Hé ho hap: kho thé.

— He tiét niéu: albumin niéu, rdi loan tiéu tién, nudc tiéu it, bi tidu.

— R6i loan thi lic: tdm nhin khdng binh thudng.

o Cdc téc dung phu khéc ciia tramadol hydroclorid:

— Tang huyét ap tu thé ding, cac phan (ing di ing (gdm phan Ging phan vé, ndi mé day, hoi
chiing Stevens - Johnson), réi loan chiic nang nhén thic, mudn ty sat va viém gan, creatinin
tdng cao.

— Hoi chiing serotonin (cac tridu chiing Ia: sot, kich thich, run rdy, cing thing lo au) xay ra
khi dung tramadol cung v6i cac chdt tic dong dén serotonin nhu cac thudc Gc ché& chon
loc t&i hap thu serotonin.

Ghi chii: Thong béo cho béac sy nhiing tic dung khong mong mudn gap phai khi sii dung thudc.

+ Ta duge:
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THAN TRONG:

Than trong khi sl dung thudc vi c6 nguy co gdy co giat khi dung dong thoi tramadol véi
cac thudc SSRI (Gic ché tai hdp thu serotonin), TCA (cic hgp chdt 3 vong), cc Opioid,
IMAO, thuéc an thdn hay cac thudc lam gidm nguBng co git; hay trén cdc bénh nhan bj
dong kinh, bénh nhan c6 tién sl co giat, hay ¢6 nguy co co giat.

Than trong khi sif dung thudc vi co nguy co gay suy hd hap trén nhiing bénh nhan c6 nguy
co suy hd hap; dung liéu cao tramadol v6i thudc té, thuc mé, rugu.

Than trong khi sii dung thudc dong thai v6i céc thudc iic ché hé TKTU nhu rugu, Opioid,
thudc t&, thudc mé, thudc ngl va thusc an than.

Khi diing thudc cho cac bénh nhan nghién thudc phién vi c thé gay tai nghién.

Khi st dung thudc cho céc bénh nhan nghién rugu man tinh vi ¢6 nguy cd gay dgc tinh
trén gan.

Viéc diing Naloxon trong x{f Iy qué liéu tramadol ¢6 thé gay ting nguy co co giat.

V6i nhitng bénh nhan co do thanh thai creatinin dugi 30ml/phit dugc khuy&n céo liéu dung
khdng qué 2 vién cho mdi 12 gid.

Bé&nh nhan suy gan ndng.

Khong dung qué liéu chi dinh.

Khong dung véi cac thudc khéc chiia paracetamol, tramadol.

Phy nit mang thai: Tramadol di qua nhau thai. Khong ¢6 nghién clu ddy di va dang tin cay
trén phu nii c thai. Si dung an toan cho phu nif ¢6 thai chua dugc khdng dinh.

Phy nif ¢cho con bii: khong nén dung vi do an toan clia no ddi véi tré nhd va tré so sinh
van chua dugc nghién ciiu.

Ldi xe va vgn hanh may mde: khong st dung.

Bac sT can canh bao bénh nhan vé céc ddu higu clia phdn (ing da nghiém trong nhu hgi
chiing Steven — Jonhson (SJS), hdi chiing hoai i da nhidm dc (TEN) hay hoi ching Lyell,
hoi chiing ngoai ban mun mi toan than cdp tinh (AGEP).

TUONG TAC THUGC:

¢ Thudc chdng co giat (gém phenytoin, barbiturat, carbamazepin) gay cdm (ing enzym &
microsom thé gan, c6 thé 1am ting tinh doc hai gan clia paracetamol do ting chuy&n héa
thudc thanh nhitng chat doc hai v6i gan. Ngoai ra, dung ddng thoi isoniazid véi paracetamol
ciing c6 thé dén d&n tang nguy cd dgc tinh véi gan, nhung chua xac dinh dugc co ché chinh
xac clia tuong tac nay. Nguy co paracetamol gay doc tinh gan gia ting dédng ké & ngudi bénh
udng liéu paracetamol I6n hon liéu khuyén dung trong khi dang dung thudc chdng co giat hodc
isoniazid. Thutng khong cn giam liu & ngudi bénh dung déng thai liéu diéu tri paracetamol
va thudc chdng co giat; tuy vay, ngudi bénh phai han ché ty ding paracetamol khi dang diing
thudc chéng co giat hodc isoniazid.

UBng dai ngay liéu cao paracetamol lam ting nhe tac dung chéng dong cla coumarin va
dan chat indandion.

Usng rugu qua nhiéu va dai ngay cé thé 1am ting nguy co paracetamol gdy ddc cho gan.
Diing v6i céc thudc (ic chd MAO va (ic ché tai hdp thu serotonin c6 thé lam ting nguy co
xay ra cac tic dung phu, gdm chiing co giat va hoi chiing serotonin.

Diing v6i carbamazepin 1am ting déng k& sy chuy&n héa tramadol, tac dung gidm dau clia
tramadol ¢6 thé bj giam sit.

Ding véi quinidin: tramadol dugc chuyén hdéa thanh M1 (chdt chuyén héa c6 tic dung)
bing CYP2D6. Usng quinidin cling véi tramadol s& lam ting ham lugng clia tramadol. K&t
qua 1dm sang cla tuong tac nay khong rd.

Diing v6i céc chdt thudc nhom warfarin: phéi dinh ky danh gid thdi gian déng mau ngoai lai.
Diing v6i cac chat tGic chd CYP2D6 nhu fluoxetin, paroxetin va amitriptylin ¢6 thé lam han
ché chuyén héa tramadol.

Ding v6i cimetidin chua dugc nghién ciiu ddy di. SU dung dong thdi khong lam thay déi
tinh chat dugc dong hoc clia tramadol trén phuong dién [am sang.

DUGC LYC HOC:

o Tramadol la thudc gidm dau tdng hop loai opioid ¢6 téc dung gidm dau theo co ché trung

uong va co thé gay nghién nhu morphin. Thudc va chat chuy&n héa O - desmethyltramadol
(M1) clia tramadol gén vao thy thé p clia noron than kinh va lam gidm sy ti nhap
norepinephrin va serotonin vao t& bao nén c6 tac dung gidm dau. Chat chuyén héa M1 co
4i lyc v6i thy thé p cao gdp 200 I4an va téc dung gidm dau cao gap 6 lan tramadol.
Téc dung gidm dau cla tramadol xudt hién sau khi dung thudc 1 gio va dat tac dung t6i da
sau 2 — 3 gio. Khac v6i morphin, tramadol khong gdy giai phong histamin, khéng anh
huGng dé&n tdn s6 tim va chiic ndng that trai va & liéu diéu tri tramadol it Gc ché ho hap
hon morphin.
Paracetamol (acetaminophen hay N - acetyl - p - aminophenol) 1a chat chuyén héa c6 hoat
tinh clia phenacetin, |2 thusc gidm dau - ha s6t hifu higu c6 thé thay thé& aspirin; tuy vay
khac véi aspirin, paracetamol khong c6 tac dung diéu tri viém. V6i liéu ngang nhau tinh
theo gam, paracetamol ¢6 tac dung gidm dau va ha s6t tuong tu aspirin.
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¢ Paracetamol 1am gidm than nhiét & ngudi bénh sot, nhung higm khi 1am gidm than nhigt &
ngudi binh thuting. Thudc tic dong 1én viing dudi déi gay ha nhiét, tda nhiét ting do gidn
mach va tdng Iuu lugng mdu ngoai bién.

Paracetamol véi liu didu tri it tic dong d&n hé tim mach va ho hap, khong lam thay déi
can biing acid - base, khong gdy kich (ing, xuGc hodc chdy méu da day nhu khi ding
salicylat vi paracetamol khdng tac dung trén cyclooxygenase toan than, chi tac dong dén
cyclooxygenase/prostaglandin clia hé than kinh trung uong, paracetamol khéng co tic dung
trén tiéu cdu hodic thdi gian chay mau.

Khi ding qua lidu paracetamol mdt chat chuyén héa 1a N - acetyl - benzoquinonimin gy
doc ndng cho gan. Liu binh thudng, paracetamol dung nap t6t, khong ¢ nhiéu tac dung
phu clia aspirin. Tuy vy, qua liéu cdp tinh (trén 10g) lam t8n thuong gan gay chét ngudi,
va nhifing vu ngd doc va ty vin biing paracetamol da ting I&n mot cach déng lo ngai trong
nhitng nam gdn day.

DUGC DONG HOC:

Tramadol:

o Tramadol hap thu t6t qua duding tiéu hoa nhung cé su chuyén héa lin ddu qua gan manh
nén sinh kha dung tuyét déi clia thudc chi dat 75%. Thai gian dat nong do t6i da trong
méu khc nhau gilfta tramadol va chat chuyén héa. Tramadol c6 néng do toi da trong méau
sau khi ding 2 gid, con san phdm chuyén héa M1 1a 3 gid. Thiic &n it anh hubng dén sy
hap thu thuc. Trong médu thudc gdn vao protein khodng 20% va dugc phan bd trong tat
¢4 cac cd quan v6i thé tich phan bd khoéng 2,7 lit/kg.

Trong cd thé tramadol bi chuy&n héa thong qua phan Ging N va O khir methyl du6i sy xiic
tac clia 2 isoenzym CYP3A4 va CYP2D6. Dudi xiic tac clia CYP2DS6, tramadol chuyén héa
thanh M1 c6 tic dung gidm dau, do vay khi ding kém vGi mot s6 chat c6 khé ndng gy
cam (ing isoenzym nay s& lam thay di tic dung clia tramadol. Hoat tinh clia isoenzym
CYP2D6 c6 tinh di truyén. Ti 18 c6 hoat tinh enzym yéu chiém khodng 7%. Ngoai su chuyén
héa qua pha |, tramadol va chat chuyén héa con bi chuyén héa qua pha Il thong qua phin
(ing lién hgp voi acid glucoronic hodc acid sulfuric.

Thudc dugc thi trir chil y&u qua than (90%) va 10% qua phan, dudi dang chua chuyén héa
chiém 30% va da chuyén hoa 1a 60%. Thudc di qua nhau thai va sita me. Niia ddi théi tri
clia tramadol 1 6,3 @it con clia M1 1a 7,4 gio.

Dugc dong hoc clia tramadol thay di it theo tudi. & ngusi trén 75 tudi, nlia doi ting nhe. O
ngudi suy than do thanh thai clia tramadol giam song song véi d§ thanh thai creatinin:
nifa ddi khoang 12 gid. O ngudi suy gan, do thanh thai tramadol giam tlly theo mic do ning
clia suy gan.

Paracetamol:

¢ Hap thu: Paracetamol dugc hdp thu nhanh chéng va hau nhu hoan toan qua dudng tiéu hoa.
Thiic dn giau carbon hydrat lam giam ty I8 hap thu clia paracemol. Néng do dinh trong huyét
tuong dat trong vong 30 d&n 60 phat sau khi uéng véi lidu diéu tri.

Phan ba: Paracetamol phan bd nhanh va déng déu trong phdn 16n cic mo co thé. Khoang
25% paracetamol trong méu k&t hgp véi protein huyét tuong.

Thai trir:

— Nira doi huyét tuong clia paracetamol 13 1,25 — 3 gio c6 thé kéo dai vdi lidu gay doc hodc

ngudi bénh c6 thuong ton gan.

— Sau liéu diéu tri, ¢ thé tim thady 90 — 100% thudc trong nudc tiéu trong ngay thi nhat, chil
y&u sau khi lign hgp trong gan va acid glucuronic (khodng 60%), acid sulforic (khodng 35%)
hodc cystein (khodng 3%) ciing phat hién thdy mot lugng nhd nhiing chdt chuyén héa
hydroxy - hda va khii acetyl. Tré nhd it kha ndng glucuro lién hgp véi thudc hon so véi ngudi I6n.

— Paracetamol bi N - hydroxy h6a bdi cytochrom P450 dé tao nén N - acetyl - benzoquinonimin,
mot cht trung gian ¢ tinh phan (ing cao. Chat chuyén héa nay binh thudng phan (ing véi
céc nhém sulfhydryl trong glutathion va nhu vay bj khir hoat tinh. Tuy nhién néu udng liéu cao
paracetamol, chat chuyén héa nay dugc tao thanh véi lugng di dé lam can kiét glutathion
clia gan; phan (ing clia né vai nhém sulfhydryl clia protein téng Ién c6 thé dan dén hoai tii gan.

QUA LIEU, XU TRi:

Qué lidu:

+ Tramadol: nhiing hau qud nghiém trong clia viéc ding tramadol qua liéu c6 thé Ia suy hd
hap, hén mé, co giat, ngling tim va tir vong.

¢ Paracetamol:

— Nhiém doc paracetamol ¢6 thé do dung mot lidu doc duy nhat, hodc do udng Iap lai lidu I6n
paracetamol (7,5 — 10g/ngay trong 1 — 2 ngay), hodc do udng thudc dai ngay. Hoai tir gan
phu thudc liéu 1a tic dung doc tinh nghiém trong nhat do qua lidu va c6 thé gdy tii vong.

— Bu6n ndn, ndn va dau bung thudng xay ra trong vong 2 — 3 gid sau khi udng liéu doc clia
thudc. Methemoglobin - mau, d4n d&n chiing xanh tim da, niém mac va méng tay 12 mot
ddu hiéu dic trung nhiém doc cdp tinh din chdt p - aminophenol; mdt luigng nhd
sulfhemoglobin cling c6 thé dugc san sinh. Trd em c6 khuynh huéng tao methemoglobin
d& hon ngudi 16n sau khi udng paracetamol.
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— Khi ngd doc nang ban ddu co thé c6 kich thich hé than kinh trung udng, kich dong va mé
sang, tiép theo c6 thé Ia (c ché hé than kinh trung uong: siing sd, ha than nhiét; mét 13;
thg nhanh, néng; mach nhanh, yéu, khong déu; huyét ap thap; suy tudn hoan. Truy mach
do gidm oxy huy8t tudng ddi va do tac dung iic ché trung tAm, tac dung nay chi x&y ra véi
lidu rat I6n. S6¢ c6 thé xay ra néu gidm mach nhiéu. Con co giat nghet thd gdy tif vong co
thé xay ra. Thudng hdn mé xay ra trudc khi chét dot ngdt hodc sau vai ngay hon mé.

— Dau hiéu 1am sang thuong t6n gan trd nén rd rét trong vong 2 — 4 ngay sau khi udng liéu
doc. Aminotranferase huyét tuong ting (doi khi ting rdt cao) va ndng do bilirubin trong
huyét tuong cing c6 thé ting thém nita khi thuong t6n gan lan rong, thdi gian prothombin
kéo dai. C6 thé 10% ngudi bénh bi ngd doc khong dudc diéu tri dic hiéu di c6 thuong
t6n gan nghiém trong, trong d6 10% — 20% cudi cling chét vi suy gan. Suy than cap ciing
xay ra & mot s6 ngudi bénh. Sinh thiét gan phét hign hoai tii trung tm ti€u thly trif ving
quanh finh mach clfa. G nhiing trudng hgp khdng tii vong, thuong t8n gan phuc hdi sau
nhiéu tudn hodc nhiéu thang.

Diéu tri:

o Qué lidu c6 thé gay chét ngudi do qua lidu nhiéu thudc.

+ Trong khi naloxon gidi quy&t dugc mot s6 (khong phai 1a tat ca) cac trigu chiing do dung
qua liu tramadol, nguy co co giat cling ting 1&n khi dung cling véi naloxon. Loc mau chi
thai trlr dugc dui 7% Iugng thudc udng vao trong vong 4 gid loc.

¢ Phai ddm bao thoang khi song song véi cc cdch xii Iy khac. Tign hanh cac bign phap
nhim lam gidm hap thu thudc. C6 thé gay non béing co hoc hay ding sird ipeca néu bénh
nhan § tinh trang nguy kich (tly vao phan xa clia hdu va hong). Ung than hoat (1g/kg) sau
khi da lam sach da day. Liéu ddu tién nén udng thém ciung mot liu thudc tdy nhe thich
hgp. Néu dung liéu nhdc lai, nén ding xen k& véi thudc tdy nhe. Ha huyét 4p thudng do
nguyén nhan 1 gidm thé tich mé&u va nén bd sung ddy di. X{ Iy céc yéu t& gay co mach
va c4c bién phap hd trg khdc cling cdn phai thyc hién. N&n dit 6ng thdng ndi khi quan
trudc khi thuc hién bién phap rira da day véi bénh nhan bat tinh, va khi cdn thiét phai hé
trg ho hdp.

Chén doan s6m rat quan trong trong diéu tri qué lidu paracetamol. C6 nhiing phudng phép

xac dinh nhanh ndng do thudc trong huyét tudng. Tuy vdy khong dugc tri hodn diéu tri trong

khi ch k&t qud xét nghiém néu bénh st goi y 1a qué liéu nang. Khi nhiém doc ning, diéu
quan trong 1a phéi diéu tri hd trg tich cuc. Can riia da day trong moi truting hop, t6t nhat
trong vong 4 gid sau khi udng. Ligu phap gidi doc chinh la dung nhiing hop chét sulfhydryl,
c6 |8 tc dong mot phan do bd sung dy trf glutathion & gan. N - acetylcystein ¢6 tac dung
khi udng hodc tiém tinh mach. Phai cho thudc ngay I4p tiic néu chua dén 36 gio ké tir khi
ubng paracetamol. Diéu trj véi N - acetylcystein co hiéu qué hon khi cho thudc trong thdi gian
dugi 10 git sau khi cho udng paracetamol. Khi cho udng hoa lodng dung dich N - acetylcystein
véi nudc hodc dd usng khong co rugu dé dat dung dich 5% va phai udng trong vong 1 gid sau
khi pha. Cho udng N - acetylcystein véi liéu du tién 1a 140mg/kg, sau d6 cho ti€p 17 liéu niia,
mbi lidu 70mg/kg cach nhau 4 gio mot IAn. Cham dit diéu tri néu xét nghiém paracetamol
trong huyét tuong cho thdy nguy co doc hai gan thap. Tac dung khdng mong mudn clia

N - acetylcystein gdm ban da (gdm cd may day, khong yéu cdu phai ngling thudc), budn non,

non, tiéu chay va phan (ing kiu phan vé. Néu khong c6 N - acetylcystein c6 thé ding

methionin. Ngoai ra c6 thé diing than hoat va/hodc thudc tdy mudi, chiing cé kha nang lam
giam hap thu paracetamol.

QUI CACH BONG GOI:

+ Hop 10 vi x 10 vién nén dai bao phim.
« Hop 1 chai x 100 vién nén dai bao phim.

BAO QUAN: Nai kho, nhiét do khong qué 30°C, trdnh anh sdng.

HAN DUNG: 36 thang k& tif ngay san xuat.

TIEU CHUAN: TCCS

CHU Y: THUGC NAY CHi DUNG THEO BGN CUA BAC SY

Khéng st dung thudc néu:
* Vién thudc bi mép méo, nift, va.
* Vi thudc bj rdch.
* Chai thudc bj nit, mat nhan.
- Phéi ngung dung thudc ngay va théng bao cho bac sy khi gdp nhiing triéu ching dj ing.
— D& xa tam tay tré em.
— Doc k¥ hudng dan sit dung trudic khi dung. N&u cdn thém thong tin, xin hdi y kién bac s§.
— Khéng dung thudc qua han dung ghi trén nhan.

CONG TY €O PHAN DUGC PHAM T.U VIDIPHA
184/2, Lé Van Sy, Phudng 10, Quan Phu Nhuan, TP.HCM
DT:(84-28)-38440106 Fax: (84-28)-38440446
San xuét tai chi nhanh

CONG TY CPDP TRUNG UONG VIDIPHA BiNH DUGNG
Khu phé Tan Binh, Phudng Tan Hiép, Thj xa Tan Uyén, Tinh Binh Ducng
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