TG HUGNG DAN SU' DUNG THUGC CHO CAN BO Y TE

RX THUOCBANTHEO DON

DOPAGAN-CODEIN
EFFERVESCENT

e Docky huéng dan sitdung trugckhidung.

e Péxatamtaytréem.

e Thong bao ngay cho bac si hodc dugc si nhitng tac dung khéng mong muén gap
phaikhistiidung thudc.

THANH PHAN:

M&ivién nén stibot chifa:

-Paracetamol 500mg
- Codein phosphat hemihydrat 30mg

- Ta dugc: Acid citric khan, Povidon K30, Aspartam, Simethicon, Effer-soda, Lactose khan,
Natri bicarbonat, L-Leucin, Natri benzoat, Polyethylen glycol 6000, Ethanol tuyét déi.
DANG BAO CHE:

Vién nén sui bot.

QUY CACHPONG GOI:

-Hop 1 tuyp x 10 vién.

-HOp 4 vix 4 vién, hop 15 vix 4 vién.

DUGC LUCHOC:

Nhém dugc ly: Paracetamol, két hgp ngoai trir thuéc hudng than.

Ma ATC: NO2B E51.

* Paracetamol:

- Paracetamol (acetaminophen hay N-acetyl-p-aminophenol) la chat chuyén héa cé hoat
tinh ctia phenacetin, la thuéc gidm dau — ha s6t hitu hiéu. Paracetamol khéng cé hiéu qua
diéu tri viem. Paracetamol lam gidm than nhiét & ngudi bénh s6t, nhung hiém khilam giam
than nhiét & ngudi binh thudng. Thudc téc dong [én viing dudi doi gay ha nhiét, téa nhiét
tang do gidan mach vatang luu lugng mau ngoai bién.

- Paracetamol, vdi liéu diéu tri, it tdc dong dén hé tim mach va ho hap, khéng lam thay ddi
can bang acid - base, khong gay kich tng, loét hodc chdy méau da day nhu khi dung
salicylat. Tac dung cla paracetamol trén hoat tinh cyclooxygenase chua dugc biét day du.
Vi liéu 1 g/ngay, paracetamol la mét thudc tc ché cyclooxygenase yéu. Tac dung tic ché
clia paracetamol trén cyclooxygenase-1yéu.

- Paracetamol thudng dugc chon lam thudc gidm dau va ha s6t, dac biét 8 ngudi cao tudiva
&ngudi c6 chdng chidinh dung salicylat hodc NSAID khac, nhu ngudi bi hen, co tién sirloét
dadaytatrangvatréem.

- Paracetamol khéng c6 tac dung trén su két tap ti€u cdu hodc thai gian chdy mau.

- Véi liéu diéu tri, paracetamol chuyén héa chii yéu qua phan (ng lién hgp sulfat va
glucuronid. Mét lugng nhé thudng chuyén thanh mét chat chuyén héa doc, N-acetyl-p-
benzoquinonimin (NAPQI). NAPQI dugc khir doc bang glutathion va dao thai vao nudc
tiéuva/hodc mat.Khichat chuyén héakhéng dugclién hgp véiglutathion sé gay déccho
cac té bao gan va gay hoai tlr té bao. Paracetamol thudng an toan khi dung vai liéu diéu
tri, vi lugng NAPQI dugc tao thanh tuong ddi it va glutathion tao thanh trong té bao gan
du lién hop véi NAPQL. Khi qua liéu hodc doi khi véi liéu thudng dung & moét sé ngudi
nhay cdm (nhu suy dinh duéng, hodc tuong tac thudc, nghién rugu, ca dia di truyén),
néng do NAPQI cé thétich lay gay doccho gan.

*Codein phosphat hemihydrat:

- Codein la mét dan chat clia phenanthren, c6 tén khéc 1a methylmorphin, nhém methyl
thay thé vi tri clia hydro 8 nhém hydroxyl lién két véi nhan thom trong phan tirmorphin, do
vay codein cé tac dung dugc ly tuang tu morphin, tic la cé tédc dung giam dau va giam ho.
So v&i morphin, codein dugc hap thu tét hon & dang udng, it gay tao bon va it gay co that
mathon. Gliéu diéu tri, it gay tc ché ho hdp (60% thap hon so véi morphin) va it gay nghién
hon morphin va hiéu luc gidm dau kém hon nhiéu so véi morphin.

- Codeinlamét thuéc gidm dau trung uong c6 tac dung yéu. Codein cé tacdung théng qua
céc thu thé p opioid, mac du vay codein c6 i luc thap déi véi cac thu thé nay va tac dung
giam dau ctia thudc c6 dugc la do codein dugc chuyén héa thanh morphin. Codein, dic
biét khi phéi hop véi cac thudc gidm dau khac nhu paracetamol, da dugc chimg minh la cé
hiéu qua trong gidm dau do cdm thu than kinh cdp tinh.

- Codein va mudi clia né cé tac dung gidm dau trong trudng hgp dau nhe va vira (tdc dung
gidm dau cla codein c6 thé 1a do sy bién déi khodng 10% liéu sttdung thanh morphin). Khi
dung véi muc dich gidm dau thi codein nén cho véiliéu thdp nhat cé tac dung dé gidmsulé
thudc vao thudc va thudng két hgp véi cac thudc gidm dau khéng steroid nhu aspirin,
ibuprofen, paracetamol dé tdng hiéu qua gidm dau do tac dung cong hop (co ché tac dung
gidm dau cla cac thudc khac nhau).

DUQC PONG HOC:

* Paracetamol:

- Hap thu: Paracetamol dugc hadp thu nhanh va hau nhu hoan toan qua dudng tiéu hoa.
Thic &n giau carbohydrat lam gidm ty 1é hap thu clia paracetamol. Néng do dinh trong
huyét tuong dattrong vong 30-60 phut sau khiudng vailiéu diéu tri.

- Phan bé: Paracetamol phan bé nhanh va déng déu trong phan 16n cac mé cua co thé.
Khodng 25% paracetamol trong mau két hgp véi protein huyét tuong.

- Chuyén hoa: Paracetamol bj N-hydroxyl héa bai cytochrom P,., dé tao nén N-acetyl-p-
benzoquinonimin (NAPQI), mét chat trung gian cé tinh phan ting cao. Chat chuyén héa
nay binh thudng phan ting véi cac nhom sulfhydryl trong glutathion va bi khir hoat tinh.
Tuy nhién, néu uéng liéu cao paracetamol, chat chuyén héa nay dugc tao thanh véi lugng
du dé lam can kiét glutathion clia gan; trong tinh trang d6, chat NAPQI khéng dugc lién
hop véi glutathion gay doc cho té bao gan, dan dén viém va c6 thé dan dén hoaitirgan.
-Thai trir: Thai gian ban thai clia paracetamol 1a 1,25 - 3 gid, c6 thé kéo dai véi liéu gay doc
hodc & ngudi bénh cé thuang tén gan. Sau liéu diéu tri, c6 thé tim thdy 90 - 100% thuéc
trong nudc tiéu trong ngay thi nhat, chtyéu sau khilién hgp trong gan véi acid glucuronic
(khodng 60%), acid sulfuric (khoang 35%) hodc cystein (khodng 3%); ciing phat hién thady
mét lugng nhé nhiing chat chuyén héa hydroxyl — héa va khir acetyl. Tré nhé it kha nang
glucurolién hgp véi thudc hon so véi ngudilon.

*Codein phosphat hemihydrat:

Codein va mudi clia né dugc hap thu tét qua dudng tiéu hoa. Sau khi uéng, néng dé dinh
codein phosphat trong méu dat dugc sau 1 gi¢. Codein bi chuyén héa & gan béi khir
methyl (tai vi tri O- va N-methyl trong phan t) tao thanh morphin, norcodein va nhiing
chat chuyén héa khac nhu normorphin va hydrocodon. Su chuyén héa thanh morphin
gian ti€p chiu tac dung cla cytochrom P, isoenzym CYP2D6 va tac dung nay rat khac
nhaudoanh hudng clia cautrucgen.

Codein va san phdm chuyén héa clia né dugc thai trir chl yéu qua than va vao nudc tiéu
dudi dang lién hop véi acid glucuronic. Thai gian ban thai la 3 - 4 gidrsau khi uéng. Codein
qua dugc nhau thaivavao sttame.

CHIiDINH:

Dopagan-Codein effervescent dugc chi dinh cho bénh nhan trén 12 tudi dé gidm dau cap
tinh & muc dé trung binh khi cac thuéc gidm dau khac nhu paracetamol hay ibuprofen
(don doc) khong cé hiu qua.

LIEU DUNG VA CACH DUNG:

Cach dung: Dung udéng, hoa tan vién thudc trong khodng 250 ml nudc dén khi sti hét bot
vaudéng ngay.

Liéudung:

-Ngudi I6n: 1 vién/lan. Khodng cach gitra 2 1an uéng khong it hon 4 gid, khéng qué 8 vién
trong 24 gio.

Khoéng thai gian diéu tri gidm dau nén gidi han dudi 3 ngay va trong trudng hgp khéng
dat dugc hiéu qua gidm dau, bénh nhan/ngudi chdm séc bénh nhan nén dén gap bac sidé
dugctuvan.

Luu y: Liéu dung t8i da clia codein trong diéu tri gidm dau khéng qua 240 mg/ngay. Liéu
duing nén dugc diéu chinh pht hgp dé dap (ing yéu cau cu thé ctia hoat chat paracetamol
phdihgp véi codein trong sdn pham.

- Ngusi cao tudi: Nhu liéu ngudi I16n, tuy nhién cé thé gidm liéu néu can (xem théng tin &
phanThantrong khidung thuéc).

-Tréem:

+ Tré em tir 12-18 tudi: Liéu dung cGa Dopagan-Codein effervescent (tinh theo codein)
trong diéu tri gidm dau la 30 - 60 mg méi 6 gi&. Trong trudng hgp can thiét, c6 thé tang lén
dén t6i da 240 mg/ngay. Liéu dung tiy thudc vao khéilugng cathé (0,5 - 1 mg/kg).

+ Tré em duéi 12 tudi: Dopagan-Codein effervescent khdng dugc khuyén céo dé diéu trj
gidm dau do nguy cd ngd doc opioid bdi cc thay d6i khéng thé dy doan trudc trong qua
trinh chuyén héa codein thanh morphin (xem phanThan trong khi diing thuéc).

CHONG CHiBINH:

- Man cdm vdi paracetamol, codein hoac bat ky thanh phan nao ctia thuéc.

- Dung d6ng thai morphin va cac opioid dé diéu trj con hen cap, suy hd hap, nghién rugu
cép tinh, chdn thuong so ndo, tang ap luc ndi so va sau phau thuat dudng mat; diéu tri
do6ng thai véi thude tic ché monoamin oxidase hodc trong vong 14 ngay.

-Tré em tr 0 - 18 tudi vira thyc hién thu thuat cat amidan va/hodc naoV.A dé diéu tri hoi
chiing ngung tha khi ngu lién quan dén tac nghén dudng thd do cac bénh nhan nay c6
nguy co cao xay ra cac phan ting cé hainghiém trong va de doa tinh mang (xem phanThan
trong khidung thudc).

- Phu nlt cho con bu.

-Nhiing bénh nhan mang gen chuyén héathuéc qua CYP2D6 siéu nhanh.

THANTRONG KHIDUNGTHUGC:

- Than trong khi dung thuéc cho bénh nhan an kiéng mudi do thudc c6 chira khoang
270 mg natri.

-Than trong khi dung thuéc cho bénh nhan ma tinh trang cé thé bj trdm trong thém bai
opioid, dac biét la ngudi gia, nhitng ngusi nhay cdm véi tdc dung trung uong va trén
dudng tiéu héa, nhitng ngudi dang dung cac loai thudc gidm dau than kinh trung uong,
nhiing ngudi phi dai tuyén tién liét va viem hodc tdc nghén ruét. Can cdn than néu diéu tri
kéo dai.

-Théntrong khi dung paracetamol cho bénh nhéan bisuy than ndng hodc suy gannang.
-Bénh nhan khéng nén dung qua liéu khuyén céo va khéng dung déng thdi cac sdn pham
khac co chira paracetamol.

- Dung codein thudng xuyén trong thai gian dai c6 thé dan dén gay nghién, trong dé c6
thékhién bénh nhan cdm thay bon chén va cau kinh khingiing thuéc.

- Ung thudc gidm dau do nhiic dau qud thudng xuyén hodc qué lau c6 thé lam cho triéu
chiingxauhon.

- Chuyén héa qua CYP2Dé:

+ Codein dugc chuyén héa thanh morphin (chat chuyén héa cé hoat tinh) qua enzym gan
CYP2D6 tai gan. Néu thi€u hut mét phan hodc toan bé enzym nay, bénh nhan sé khéng dat
dugc hiéu qua diéu tri pht hgp. Udc tinh c6 dén 7% dan s6 da trdng c6 thé thiu hut enzym
nay.Tuy nhién, néu bénh nhan mang gen chuyén héa manh hodc siéu nhanh, sé taing nguy
coxay racac phan ting cé haido ngd doc opioid ngay ca &liéu ké don thudng dung. Nhimg
bénh nhan nay cé kha ndng chuyén héa codein thanh morphin nhanh hon, dan dén néng
d6 morphin trong huyét thanh cao hon so véi du kién.

+ Cac triéu ching thudng gép ctia ngd doc opioid bao gém céc ri loan y thic, buén ngu,
th& néng, co déng tu, buén ndn, nén, téo bén va chan an.Trong céc trudng hgp nghiém
trong, c6 thé xuat hién cac triéu chiing cta suy gidm tuan hoan va hé hap, cé thé de doa
tinh mang varathiém khigay térvong.

+ Ty 1& uSc tinh ngudi mang gen chuyén héa thudc qua CYP2D6 siéu nhanh trong cac
chling téckhac nhau dugc tom tat trong bang dudi day:

Chiing téc Ty lé %
Nguai Chau Phi/Ethiopia 29%
Ngudi My géc Phi 3,4% dén 6,5%
NgudiChau A 1,2% dén 2%
Ngudidatring 3,6% dén 6,5%
NguoiHy Lap 6,0%
NgudiHungary 1,9%
NgudiBacAu 1% dén 2%

-Bénh nhan suy gidm chiicnang hé héap:

Codein khong dugc khuyén cao sit dung & nhiing tré em c6 suy gidm chuic nang hé hap,
bao gém rdi loan than kinh cg, bénh ly ndng vé tim hodc hd hap, nhiém trung dudng ho
hap trén va phéi, da chan thuong hay vira trai qua phau thuat1én. Cac yéu té nay co thé lam
trdm trong hon cac triéu chiing cia ngd déc morphin.

-Strdung sau phauthuétchotréem:

Pa c6 bao cdo trong cacy van dugc cdng bé rang viéc strdung codein dugc dung sau phau
thudt cho tré em vira thuc hién thi thudt cdt amidan va/hodc nao V. A dé diéu tri hoi ching
ngung thé khi ngu lién quan dén tdc nghén dudng thé cé thé gay ra cac phan ing cé hai
hiém gap nhung de doa tinh mang, tham chi ti vong. T4t ca bénh nhi nay déu st dung
codein trong mucliéu quy dinh, tuy nhién, da c6 bang chiing cho thdy nhiing tré nay mang
gen chuyén héa codein thanh morphin manh hoéc siéu nhanh.

- Thuéc c6 chia aspartam, sé chuyén héa trong da day - ruét thanh phenylalanin sau khi
uéng.Vivay, c6 thé gay hai déi véi ngusi bi phenylceton - niéu.

- Bénh nhan c6 van dé vé dung nap galactose, bénh nhan thiéu hut enzym Lapp lactose
hodckém hap thu glucose - galactose khéng nén dung thudc nay.

Phunitcé thaivacho conbu:

Thoiky mang thai:

Chua c6 béng chiing day dli vé su an toan ctia codein trong thai ky mang thai, nhung cé
béng chiing dich té hoc vé su an toan clia paracetamol. Ca hai chat da dugc st dung trong
nhiéu ndm ma khéng cé tac dung gay bénh ré rang, nghién ctu trén dong vat chua cho
théy b4t ky su nguy hiém nao. Tuy nhién can xem xét can than trugc khi dung thuéc nay
cho bénh nhan mang thai. Thudc gidm dau opioid cé thé lam suy gidm hé hap Gtré so sinh
vagay ra hoi chiing cai thuSc &tré so'sinh cd me nghién thudc.

Thoiky cho conbu:

Paracetamol dugc bai tiét qua sita me nhung khéng dang ké. Codein khéng nén dugc st
dungtrong thdigian cho con bu.Vivay, Dopagan-Codein effervescent khong dugc khuyén
cdodung chophunirdang choconbu.

& liéu diéu tri thong thudng, codein va chat chuyén hoa cé hoat tinh c6 thé cé mat trong
sirame &liéu rat thap va dudng nhukhéng gay anh hudng bat Igi dén tré bu me. Tuy nhién,
néu bénh nhan 13 ngusdi mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh, morphin
(ch&t chuyén héa cé hoat tinh clia codein) c6 thé c6 trong sita me vdi néng dé cao hon va
trong nhiing trudng hgp rat hiém gép, c6 thé dan dén cac triéu chiing ngd doc opioid &tré
sasinh, c6thé gay tuvong.

Anh huéng ctia thudc d8i véi cong viéc (ngusi van hanh may méc, dang lai tau xe,
ngudilam viéctrén cao vacac truong hop khac):

Thuéc c6 thé gay chéng mit, choang vang, It 1an, 16 mo; cé thé lam suy gidm chuc néng
nhan thiic cla bénh nhan. Khéng dung thudc khi van hanh may méc, lai tau xe, lam viéc
trén caova cactrudng hop khac.

TUONGTAC CUATHUOCVGI CACTHUGC KHACVA CAC LOAITUONGTACKHAC:
*Liénquan codein:

-Tac dung gidm dau ctia codein tang 1én khi phdi hgp véi aspirin va paracetamol, nhung lai
gidm hodc mat tac dung bai quinidin.

-Codein lam gidm chuyén héa cyclosporin do tic ché enzym cytochrom P,

- Codein thudng lam tang tac dung clia cac thudc chl van thuéc phién khac, thuéc mé,
thudc tran tinh, thudc an than va thuéc ngu, thudc chéng tram cdm ba vong, thudc tic ché
monoamin oxidase, rugu va cac thudc tic ché than kinh khac.

*Lién quan paracetamol:

- Paracetamol cé thé lam tang thai gian ban thai ctia cloramphenicol.

-T6c d6 hap thu clia paracetamol cé thé dugc téng lén béi metoclopramid hodc domperidon
va gidm hap thu bai cholestyramin.

-Thuéc tranh thai cé thé lam ting t6c d6 thanh thai thuéc.

-Thudcudng chéng ddng mau: Udng dai ngay liéu cao paracetamol lam tang nhe tdc dung
chéng déng clia coumarin va dan chatindandion. Dirliéu nghién cu con mau thuan nhau
va con nghi ngd vé tuong tac nay, nén paracetamol dugc ua dung hon salicylat khi can
gidm dau nhe hoac ha sét cho ngudi bénh dang dung coumarin hodc dan chatindandion.

- Can phai cha y dén kha nang gay ha than nhiét nghiém trong & ngudi bénh dung déng
thai phenothiazin valiéu phap ha nhiét (nhu paracetamol).

-U6ng rugu qua nhiéu va dai ngay cé thé lam tang nguy co gay déc cho gan clia paracetamol.
- Thuéc chéng co giat (gém phenytoin, barbiturat, carbamazepin) gdy cdm (ing enzym &
microsom gan, cé thélam tang tinh doc hai gan cia paracetamol do tang chuyén héa thuéc
thanh nhiing chat déc hai véi gan.Ngoaira, dung déng thaiisoniazid véi paracetamol cling
c6 thé dan dén tdng nguy ca ddc 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 dang ké & ngudi bénh
udng liéu paracetamol I6n hon liéu khuyén dung trong khi dang dung thuéc chéng co giat
hogc isoniazid. Thudng khong can gidm liéu & ngudi bénh dung déng thai liéu diéu tri
paracetamolva thuécchéng co giat; tuy vay, ngudibénh phaihan ché tudung paracetamol
khidang dungthudcchéng co gidthodcisoniazid.

- Probenecid cé thé lam gidm dao thai paracetamol va lam tang thdi gian ban thai trong
huyét tuong ctia paracetamol.

-Isoniazid va cac thuc chéng lao lam tang doc tinh clia paracetamol déi vdi gan.
TACDUNGKHONG MONG MUON (ADR):

- Strdung thudng xuyén kéo dai codein c6 thé dan dén gay nghién va nhén thudce. Cac triéu
chiing b6n chén va cau gat cé thé xay rakhinguing diéu tri.

- Strdung kéo dai cac thuéc gidm dau dé diéu tri nhic ddu c6 thé lam bénh tram trong hon.
- Tan suat tac dung khong mong mudc dugc phén loai nhu sau: Rat thudng gép (ADR =
1/10); thudng gap (1/100 < ADR < 1/10); khéng thudng gép (1/1000 < ADR < 1/100); hiém
gap(1/10.000< ADR < 1/1000); rat hiém gép (ADR < 1/10.000), khéng dugc biét dén (khong
thé ugctinh tirdiliéucéd sén).

+Codein c6 thé gay ra tac dung ctia opioid dién hinh bao gém tao bon, buén nén, nén mra,
chéng mét, choang véng, 1G 1an, |6 mao va bi tiéu. Tan suat va muc do nghiém trong dugc
xac dinh bdiliéu lugng, thai gian diéu tri va do nhay cdm cda tiing ca nhan. Nhan thudc va
phu thudc thudc cd théxdy ra, dac biétla sirdung codein liéu cao kéo dai.

-Rathiémxay raviémtuy.

+Réiloan hé théng mién dich: Qua man bao gém phétban da c6 thé xdy ra.

+Khéng r6 tan sudt cac réi loan mau va hé bach huyét: Réi loan tao mau bao gém ca gidm
tiéu cauvagidambach cau hat.

+R6i loan da va mé dudi da: Rat hiém gap cac phan ting trén da nghiém trong nhu hoai ti
biéu bi nhiém doc (TEN), hdi chiing Stevens-Johnson (SJS), hoi chiing ngoai ban mun ma
toanthan cap tinh, ban dé nhiém séc cé dinh tai phat.

QUALIEUVA CACH XU TRI:

Triéu chiing va biéu hién khi sirdung thuéc qualiéu:

Buén nén va ndn mta la triéu ching dién hinh cia nhiém déc codein va néu c6 dau hiéu
cla suy hé hdp va tuan hoan, liéu phap diéu tri la rira da day. Néu anh hudng dén than kinh
trung uong nang, can hd trghd hap, tha oxy va cé thé tiém naloxon.

Nhimng bénh nhan cé cdm ding enzym gan xuc tac qua trinh oxy hda, bao gém nhiing
ngudi nghién rugu, nhimg ngudi diing thudc an than va nhing ngudi suy dinh duéng
man tinh, c6 thé dac biét nhay cdm véinhiing nhiém déc clia qué liéu paracetamol.
Cactriéu chiing qué liéu ctia paracetamol trong 24 gig dau tién la xanh xao, buén nén, nén,
chén &n va dau bung.Tén thuang gan cé thé trd nén rd rang tir 12 - 48 gid sau khi uéng. Cé
thé x3y ra bat thuong vé chuyén hda glucose va nhiém toan chuyén héa. Trong nhiém déc
nang, suy gan c6 thé tién trién thanh bénh nao, xuét huyét dudng tiéu héa, hén meé va tu
vong. Suy than cap vdi hoai tl 6ng than cdp cd thé phat trién trong ca trudng hgp khong co
tén thuong gan nang. Loan nhip tim va viém tuy da dugc bao cdo.

Tén thuong gan & ngudi I6n khi diing paracetamol 10 g hoac nhiéu hon. G liéu diéu tri
théng thuéng, glutathion dd dé khir doc s6 lugng chat chuyén héa. S8 lugng qua miic cac
chatchuyén héa doc hai sé gan két khong héi phucvao mo gan.

Cachxtrtriqualiéu:

Diéu tri ngay lap tuc khi dung qua liéu paracetamol. Mac du khéng thay céc triéu ching
clia dau hiéu s6m, bénh nhan nén dugc chuyén dén bénh vién khan cap dé cham sécy té
ngay lap tic & bat ky bénh nhan nao uéng khoang 7,5 g paracetamol hodc nhiéu hon. Can
rifa da day trong moi trudng hgp, tét nhat trong vong 4 gid sau khi uéng qua liéu
paracetamol. USng methionin hodc tiém tinh mach N-acetylcystein khi uéng qua liéu
paracetamol sau 48 gi&. Bién phap hé trg chung c6 thé strdung.

PIEUKIEN BAO QUAN: Noi khé, nhiét d6 dusi 30°C, tranh anh sang.

HANDUNG CUATHUOC: 24 thang kétirngay san xuét.

CO SG SAN XUAT:

CONGTY C6 PHAN XUAT NHAP KHAU Y TEDOMESCO
Dia chi: S6 346 dudng Nguyén Hug, Phudng My Phua, Thanh phé Cao Lanh, Tinh
DongThap
DOMESCO Diénthoai: 1800.969.660
NGAY XEM XET SUA BOI, CAP NHAT LAI NOI DUNG HUGNG DAN SU' DUNG THUOC:
07/11/2023.

TG HUGNG DAN SU' DUNG THUGC CHO BENH NHAN

RX THUOC BANTHEO DON

DOPAGAN-CODEIN
EFFERVESCENT

e Docky huéng dan sttdung trugckhidung.

e Déxatamtaytréem.

o Thudc nay chidung theo don ciiabacsi.

© Thong bao ngay cho bac sihodc dugcsinhiing tac dung khéng mong mudn gap phai
khisttdung thuéc.

o Hay giiflai tdhudng dan sirdung; ban cé thé can phai doc lai.

© Thudc nay chi dugcké don cho ban. Khéng dua thudc cho nguéi khéac vithuéc nay c6
thékhongtét cho ho ngay ca khiho cé triéu chiing gidng nhu ciaban.

THANH PHAN, HAM LUGNG CUATHUGC:

Méi vién nén sti bot chira:

- Paracetamol 500 mg
- Codein phosphat hemihydrat 30mg
- Ta dugc: Acid citric khan, Povidon K30, Aspartam, Simethicon, Effer-soda, Lactose khan,
Natri bicarbonat, L-Leucin, Natri benzoat, Polyethylen glycol 6000, Ethanol tuyét déi.
MOTA SANPHAM:

Dang bao ché:Vién nénstibot.

Hinh thic: Vién nén hinh tron, mau trdng, canh va thanh vién lanh 1an.

QUY CACHDPONG GOI:

-Hop 1tuypx 10vién.

-Hop4vix4vién, hop 15vix4vién.
THUOGCDUNG CHO BENH GI?

Dopagan-Codein effervescent dugc chi dinh cho bénh nhan trén 12 tudi dé gidm dau cap
tinh & muic d6 trung binh khi céc thudc gidm dau khac nhu paracetamol hay ibuprofen
(don doc) khong co hiéu qua.

NEN DUNGTHUGC NAY NHU THE NAO VA LIEU LUGNG?
Pudngdung: Dudng udng.

Cach dung: Dung udng, hoda tan vién thuéc trong khodng 250 ml nudc dén khi sdi hét bot
vauéng ngay.

Liéudung:

Ludn luén phai dung thuéc ding nhu bac si da chidinh. Néu ban khéng chéc da dung, hay
hoilai bacsi.Tiép tuc strdung thudc theo ding chidinh clia bac singay ca khiban cam thay
tét hon. Néu ban diing thudc qua sém, ban ¢6 thé tai phat bénh. Hay bdo cdo vdi bac sinéu
ban cdm thdy thudc c6 téc dung qua manh hodckhong damanh.
Liéu thuéng ding:
-Ngudi I6n: 1 vién/lan. Khodng cach gitra 2 1an uéng khong it hon 4 gid, khong qué 8 vién
trong 24 gic.

Khoang thai gian diéu tri gidm dau nén gidi han dudi 3 ngay va trong trudng hop khong
dat dugc hiéu qua gidm dau, bénh nhan/ngudi chdm séc bénh nhan nén dén gdp bac sidé
dugctuvan.
Luu y: Liéu dung t6i da ctia codein trong diéu tri giam dau khéng qua 240 mg/ngay. Liéu
dung nén dugc diéu chinh pht hgp dé dap ting yéu cau cu thé clia hoat chat paracetamol
phéihgp véi codein trong sdn pham.
- Ngusi cao tuéi: Nhu liéu ngudi I6n, tuy nhién cé thé gidm liéu néu can (xem théng tin &
phanThan trong khidung thudc).
-Tréem:

+ Tré em tir 12-18 tudi: Liéu dung cGa Dopagan-Codein effervescent (tinh theo codein)
trong diéu tri gidm dau 1a 30 - 60 mg méi 6 gi&. Trong trudng hgp can thiét, cé thé tang lén
déntéi da 240 mg/ngay. Liéu dung tuy thudc vao khéilugng cothé (0,5 - 1 mg/kg).

+ Tré em dudi 12 tudi: Dopagan-Codein effervescent khdng dugc khuyén céo dé diéu tri
gidm dau do nguy cd ngd doc opioid bdi cac thay d6i khéng thé du doan trudc trong qua
trinh chuyén héa codein thanh morphin (xem phan Than trong khi dung thuéc).

KHINAO KHONG NEN DUNG THUGC NAY?
-Man cdm v6i paracetamol, codein hodc bat ky thanh phan nao ctia thuéc.
- Dung d6ng thdi morphin va cac opioid dé diéu tri con hen cap, suy hé hdp, nghién rugu
cép tinh, chdn thuong so ndo, tang ap luc ndi so va sau phau thuat dudng mat; diéu tri
déng thai vai thudce tic ché monoamin oxidase hodc trong vong 14 ngay.
-Tré em tir 0 — 18 tudi vifa thuc hién thd thuat cit amidan va/hodc naoV.A dé diéu tri hoi
chiing ngung thég khi ngti lién quan dén tdc nghén dudng thé do cac bénh nhan nay cé
nguy co cao xay ra cac phan ing cé hainghiém trong va de doa tinh mang (xem phanThan
trong khidung thuéc).
-Phuntrchoconbu.
-Nhiing bénh nhan mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh.
TACDUNGKHONG MONG MUON:
Cang nhu cac thudc khac, Dopagan-Codein effervescent c6 thé gay ra cac tac dung phy,
méacdukhong phaibénh nhannao ciing gép phai.
Théng bao ngay cho béc st hodc dugc si nhitng téc dung khdng mong mudn gép phai khi
strdung thude.

Néu tac dung khong mong mudn nao trd nén nghiém trong hodc néu ban phat hién tac
dung khédng mong muén chua dugc dé cap trong t&hudng dan nay, hay béo cdo cho bacssi
cliaban biét.

- Strdung thudng xuyén kéo dai codein c6 thé ddn dén gay nghién va nhan thudc. Cac triéu
chiing b6n chén va cau gt cd thé xay rakhingiing diéu tri.

- Strdung kéo dai cac thudc gidm dau dé diéu tri nhiic ddu c6 thé lam bénh tram trong hon.
- Tan suét téc dung khéng mong muéc dugc phan loai nhu sau: R4t thudng gap (ADR 2
1/10); thudng gap (1/100 < ADR < 1/10); khong thudng gap (1/1000 < ADR < 1/100); hiém
g4p (1/10.000< ADR < 1/1000); rét hiém gip (ADR < 1/10.000), khong duoc biét dén (khong
thé ugctinh tirdiliéucéd sén).

-Codein c6 thé gay ra tac dung ctia opioid dién hinh bao gém tao bén, buén nén, nén mua,
chéng mét, chodng vang, 1t 14n, o ma va bi tiéu. Tan suat va muc do nghiém trong dugc
xac dinh bdiliéu lugng, thai gian diéu tri va do nhay cdm cla timg ca nhan. Nhon thudc va
phuthudcthubc cd thé xdy ra, dac biétla st dung codein liéu cao kéo dai.

-R&thiém xay raviém tuy.

+R6iloan hé théng mién dich: Qua man bao gém phét ban da c6 thé xdy ra.

+Khéng r6 tan sudt cac réi loan mau va hé bach huyét: Réi loan tao mau bao gém ca giam
ti€u cduvagidmbach cu hat.

+Rdi loan da va mé dudi da: Rat hiém gap cac phan ting trén da nghiém trong nhu hoai ti
biéu bi nhiém doc (TEN), hdi chiing Stevens-Johnson (SJS), hi chiing ngoai ban mun ma
toan than cap tinh, ban d6 nhiém sac ¢ dinh tai phat.

NENTRANH DUNG NHUNG THUGC HOAC THU'C PHAM Gi KHIDANG SUDUNGTHUGC
NAY?

Thuc pham: Udng rugu qua nhiéu va dai ngay cé thé lam tdng nguy ca gay doc cho gan
clia paracetamol.

Dung cacthuéckhac:

Théng tin véibacsidanh sach tat ca cac thuéc ma ban dang sitdung.

*Liénquan codein:

-Tacdung gidm dau clia codein tang 1én khi phéi hgp véi aspirin va paracetamol, nhung lai
gidm hodc mattac dung bai quinidin.

-Codein lam gidm chuyén héa cyclosporin do tc ché enzym cytochrom P,

- Codein thudng lam tang tac dung clia cac thudc cht van thudc phién khac, thuéc mé,
thudc tran tinh, thuéc an than va thuéc ngu, thudc chéng tram cam ba vong, thudc tic ché
monoamin oxidase, rugu va cac thuéc tic ché than kinh khac.

*Liénquan paracetamol:

- Paracetamol c6 thé lam tang thai gian ban thai cia cloramphenicol.

-Téc d6 hap thu ctia paracetamol cé thé dugc tang Ién bai metoclopramid hodc domperidon
va gidm hap thu bdi cholestyramin.

-Thuéctranh thai cé thé lam tang t6c d6 thanh thai thudc.

-Thudcuéng chéng ddng mau: USng dai ngay liéu cao paracetamol lam tang nhe tdc dung
chéng déng ctia coumarin va dan chatindandion. Di liéu nghién ctiu con mau thuén nhau
va con nghi ngd vé tuong tac nay, nén paracetamol dugc ua dung hon salicylat khi can
gidm dau nhe hodc ha sét cho ngudibénh dang dung coumarin hodc dan chatindandion.

- Can phai chu y dén kha nang gay ha than nhiét nghiém trong & ngudi bénh diing déng
thoiphenothiazin valiéu phap ha nhiét (nhu paracetamol).

- Thuéc chéng co giat (gém phenytoin, barbiturat, carbamazepin) gdy cdm (ing enzym &
microsom gan, cé thé lam tang tinh doc hai gan cia paracetamol do téng chuyén héa thuéc
thanh nhiing chat ddc hai véi gan.Ngoaira, dung déng thaiisoniazid véi paracetamol cling
¢6 thé dan dén tang nguy co doc tinh véi gan, nhung chua xac dinh dugc co ché chinh xéac
cla tuong tac nay. Nguy co paracetamol gay doc tinh gan gia tang dang ké & ngudi bénh
udng liéu paracetamol16n hon liéu khuyén dung trong khi dang duing thuéc chéng co giat
hodc isoniazid. Thudng khéng can gidm liéu & ngudi bénh dung dong thai liéu diéu tri
paracetamolva thuéc chéng co giat; tuy vay, ngudi bénh phaihan ché tu dung paracetamol
khidang dungthuécchéng co gidthodcisoniazid.

- Probenecid c6 thé lam gidm dao thai paracetamol va lam ting thai gian ban thai trong
huyét tuong ctia paracetamol.

-Isoniazid va cac thudc chéng lao lam tang ddc tinh cGia paracetamol d8i véi gan.
CANLAM Gi KHIMOT LAN QUEN KHONG DUNGTHUOC?
Biéu quan trongla ban phaiudng thudc dung liéu diing nhu bac sida chidinh.

Néu ban quén uéng mét liéu dung, hay uéng ngay khi nhé ra. Néu thai gian gan véi lan
dung thudc tiép theo, bd qua liéu da quén va hay dung liéu tiép theo vao thai gian thudng
1é.Khéng dung liéu gap déi dé bu vao liéu da quén.

CANBAO QUANTHUGC NAY NHUTHE NAO?

Bao quan thuéc noikho, nhiét do dudi 30 °C, tranh dnh sang.

NHUNG DAU HIEU VATRIEU CHUNG KHIDUNGTHUGC QUA LIEU?

Budn nén va nén ma la triéu chiing dién hinh cdia nhiém doc codein va néu c6 dau hiéu
cta suy hé hdp va tuan hoan, liéu phap diéu tri la rira da day. Néu anh hudng dén than kinh
trung uong ndng, cdn hé trghod hap, tha oxy va cé thé tiém naloxon.

Nhing bénh nhén c6 cdm tng enzym gan xuc tac qua trinh oxy hoa, bao gém nhiing
ngudi nghién rugu, nhimg ngudi dung thudc an than va nhimg ngudi suy dinh dudng
man tinh, c6 thé ddc biét nhay cdm véinhiing nhiém déc clia qua liéu paracetamol.
Cactriéu ching quéliéu clia paracetamol trong 24 gi dau tién la xanh xao, buén nén, nén,
chén &n va dau bung.Tén thuong gan c6 thé tré nén rd rang tlr 12 - 48 gidy sau khi uéng. C6
thé xdy ra bat thudng vé chuyén héa glucose va nhiém toan chuyén héa. Trong nhiém déc
nang, suy gan c6 thé tién trién thanh bénh nao, xudt huyét dudng tiéu héa, hon mé va ti
vong. Suy than cap véi hoai tir 6ng than cdp c6 thé phét trién trong ca truding hgp khéng co
tén thuong gan néng. Loan nhip tim va viém tuy da dugc bao céo.

Tén thuang gan & ngudi 16n khi dung paracetamol 10 g hoéc nhiéu hon. G liéu diéu tri
théng thuding, glutathion dd dé khir doc s6 lugng chat chuyén hoa. S6 lugng qua mic cac
chtchuyén héa doc haisé gan két khong héi phucvaomé gan.

CANPHAILAM GI KHIDUNG THUGC QUA LIEU KHUYEN CAO?

Cachxurtriqualiéu

Néu ban hay bat ky ai khac (nhu tré em) udng qua nhiéu vién thudc, hay gap ngay bac si
hodc téi khoa Héi stic - Cdp ciru clia bénh vién gan nhat.

Diéutringay lap tickhi dung qué liéu paracetamol. Mdc du khéng thay cac triéu ching ctia
d4u hiéu s6m, bénh nhan nén dugc chuyén dén bénh vién khan c&p dé cham sécy té ngay
1ap tiic & bat ky bénh nhan nao uéng khoang 7,5 g paracetamol hodc nhiéu hon. Can riia da
day trong moi trudng hgp, tét nhat trong vong 4 gi¢ sau khi uéng qua liéu paracetamol.
Udng methionin hoac tiém tinh mach N-acetylcystein khi uéng qua liéu paracetamol sau
48 gid. Bién phap hétrgchung cé thé sirdung.

NHUNG DIEU CAN THAN TRONG KHI DUNG THUGC NAY:

- Than trong khi dung thuéc cho bénh nhan an kiéng mudi do thudc cé chita khoang
270 mg natri.

-Than trong khi dung thuéc cho bénh nhan ma tinh trang cé thé bj trdm trong thém béi
opioid, dac biét la nguoi gia, nhitng nguai nhay cam véi téc dung trung uong va trén
dudng tiéu hda, nhitng ngudi dang dung cac loai thudc gidm dau than kinh trung uong,
nhiing ngudi phi dai tuyén tién liét va viém hodc tdc nghén rudt. Can cin than néu diéu tri
kéo dai.

-Théntrong khi dung paracetamol cho bénh nhéan bisuy than nang hodc suy gannang.
-Bénh nhan khong nén dung qua liéu khuyén céo va khéng dung déng thai cac san phdm
khéc co chita paracetamol.

- Dung codein thudng xuyén trong thai gian dai c6 thé dn dén gay nghién, trong dé cé
thé&khién bénh nhan cdm thdy bén chén va cdu kinh khingung thudc.

- Uéng thudc gidm dau do nhic dau qué thudng xuyén hodc qué lau c6 thé Iam cho triéu
chiingxau hon.

-Chuyén héaqua CYP2D6:

+ Codein dugc chuyén héa thanh morphin (ch&t chuyén héa cé hoat tinh) qua enzym gan
CYP2D6 tai gan. Néu thi€u hut mét phan hodc toan bd enzym nay, bénh nhan sé khéng dat
dugc hiéu qua diéu tri pht hgp. Udc tinh c6 dén 7% dan s6 da tréng c6 thé thiéu hut enzym
nay.Tuy nhién, néu bénh nhan mang gen chuyén héa manh hodc siéu nhanh, sé tang nguy
caxay racac phan tiing cé haido ngd doc opioid ngay cé &liéu ké don thudng dung. Nhiing
bénh nhan nay c6 kha ndng chuyén héa codein thanh morphin nhanh hon, dan dén néng
d6 morphin trong huyét thanh cao hon so véi dukién.

+ Cac triéu chiing thudng gép clia ngd ddc opioid bao gom cac réiloan y thuc, buén nga,
th& néng, co déng tl, buén nén, nén, tdo bon va chan an. Trong cac trudng hgp nghiém
trong, c6 thé xuat hién cac triéu ching cta suy gidm tudn hoan va hé hap, c6 thé de doa
tinh mang varathiém khigay tirvong.

+ Ty lé udc tinh ngudi mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh trong cac
chling téckhac nhau dugc tom tat trong bang dudi day:

Chiing téc Ty lé %
Nguai Chau Phi/Ethiopia 29%
3,4% dén 6,5%

Ngudi My géc Phi

NgudiChau A 1,2% dén 2%
Ngudidatréng 3,6% dén 6,5%
NgugiHy Lap 6,0%
NguaoiHungary 1,9%
NgudiBac Au 1% dén 2%

-Bénh nhan suy gidm chiicnang ho hap:

Codein khéng dugc khuyén cdo sit dung & nhiing tré em cé suy gidm chuiic nang hé hap,
bao gém rdi loan than kinh cg, bénh ly ndng vé tim hodc hé hap, nhiém trung dudng ho
hap trén va phdi, da chan thuong hay vira trdi qua phau thuat16n. Cac yéu té nay co thé lam
trdm trong hon cac triéu chiing ciia ngd ddc morphin.

-Strdung sau phauthuétchotréem:

Da c6 bao cdo trong cacy van dugc cong bé rang viéc st dung codein dugc dung sau phau
thuat cho tré em vura thuc hién tha thuat cdt amidan va/hodc nao V. A dé diéu tri hoi chiing
ngung thé khi ngu lién quan dén tdc nghén dudng thé c6 thé gay ra cac phan ting c6 hai
hiém gdp nhung de doa tinh mang, tham chi tir vong. Tat cd bénh nhi nay déu st dung
codein trong micliéu quy dinh, tuy nhién, da c6 bang chiing cho thdy nhiing tré nay mang
gen chuyén héa codein thanh morphin manh hogc siéu nhanh.

- Thu8c c6 chia aspartam, sé chuyén héa trong da day - ruét thanh phenylalanin sau khi
uéng.Vivay, c6 thé gay hai déi véi ngusi bj phenylceton - niéu.

- Bénh nhan c6 van dé vé dung nap galactose, bénh nhan thiéu hut enzym Lapp lactose
hodckém hap thu glucose - galactose khéng nén dung thudc nay.

Phunitcé thaivacho conbu:

Théng bao véibacsinéuban dang mang thai hay cho con bu.

Thoiky mang thai:

Chua c6 bang ching day di vé sy an toan cdia codein trong thai ky mang thai, nhung c6
bang chiing dich té hoc vé su an toan ctia paracetamol. Ca hai chat da dugc sirdung trong
nhiéu ndm ma khéng c6 tac dung gay bénh ré rang, nghién cdu trén déng vat chua cho
thdy bat ky su nguy hiém nao. Tuy nhién cdn xem xét c&n than trugc khi dung thuéc nay
cho bénh nhan mang thai. Thudc gidm dau opioid c6 thé lam suy gidm hé hap & tré sasinh
va gay ra hoi chiing caithudc & tré sasinh cd me nghién thudc.

Thoiky cho conbu:

Paracetamol dugc bai tiét qua sita me nhung khéng dang ké. Codein khéng nén dugc st
dung trong thai gian cho con bu. Vivdy, Dopagan-Codein effervescent khdng dugc khuyén
caodung cho phunidangchoconbu.

& liéu diéu tri thong thudng, codein va chat chuyén hoa cé hoat tinh cé thé cé mat trong
stfame &liéu rat thap va dudng nhukhdéng gay anh hudng bat Igi dén tré bt me. Tuy nhién,
néu bénh nhan la ngusi mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh, morphin
(ch&t chuyén héa cé hoat tinh cGia codein) c6 thé c6 trong sita me véi néng dé cao hon va
trong nhiing trudng hgp rat hiém gdp, c6 thé dan dén cac triéu chiing ngd déc opioid tré
sdsinh, c6thé gay tirvong.

Anh huéng ctia thudc d8i véi cong viéc (ngusi van hanh may méc, dang lai tau xe,
nguailam viéctrén cao vacactruong hop khac):

Thuéc cé thé gay chéng mat, chodng vang, I 1an, 10 ma; c6 thé lam suy gidm chic ndng
nhan thiic cla bénh nhan. Khéng dung thudc khi van hanh may méc, lai tau xe, lam viéc
trén caovacactruong hop khac.

KHINAO CANTHAMVAN BAC STHOAC DUGC Si?

Tohuéng dan sit dung néu tém tit cac théng tin quan trong ctia thuéc. Néu can thém
thong tin, xin héi y kién bac sihoac dugcsi.

HAN DUNG CUATHUOC: 24 thang ké tirngay san xuat.

CO SG SAN XUAT:

CONGTY C6 PHAN XUAT NHAP KHAU Y TE DOMESCO
Dia chi: S6 346 dudng Nguyén Hué, Phudng My Phd, Thanh phé Cao Lanh, Tinh
DongThap
DOMESCO  Diénthoai: 1800.969.660
NGAY XEM XET SUA D61, CAP NHAT LAINOI DUNG HUGNG DAN SU DUNG THUGC:
07/11/2023.




