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THANH PHAN : Paracetamol : 500 mg E.P
(twong tng Codein base : 22,1 mg). Tadu
sUi bot 3,25 g.
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EFFERALGAN ®
C ODEINE

PARACETAMOL

500 mg

Level 2
e vot-w Wl CODEIN 30 mg
drug only of healthcare professional.

500 mg

CODEINE 30 mg

Rx-Prescription drug

EFFERALGAN’
CODEINE

COMPOSITION : Paracetamol : 500 mg E.P. Ct
(as Codeine base : 22.1 mg).
PHARMACEUTICAL FORM :
x 4 effervescent tablets.

LIST OF EXCIPIENTS HAVING A WELL-KNOWN EFFECT :

q
Effervescent tablet. Box of 10 blisters

Sodium, Aspartame, S l.
ACUTE MODERATE THE;ZPEG‘%;(ET;I]DlCA%rIgr:S Indicated in patients older than 12 years of

PAIN
ORAL ROUTE

40 EFFERVESCENT

TABLETS

age (weighing 33 kg or more) for the relief of acute moderate pain that can not
be relieved by other analgesics such as paracetamol or ibuprofen (alone)
ADMINISTRATION, CONTRA-INDICATION, PRECAUTION,
UNDESIRABLE EFFECTS AND OTHER INFORMATION : Please see
the enclosed leaflet.

KEEP OUT OF REACH OF CHILDREN.

READ THE PACKAGE INSERT CAREFULLY BEFORE USE.
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ne phosphate : 30 mg E.P.
ffervescent tablet of 3.25 g.

STORAGE CONDITION : Do not store above 30°C. Store in a dry place.

- WNLE ‘WZQ

!

7

i




https://nhathuocngocanh.com/

Mit trwée nhan vi

|
|
PARACETAMOL 500 mg PARACETAMOL 500 mg
CODEINE 30 mg CODEINE 30 mg
|

EFFERVESCENT| EFFERVESCENT
@ TABLET
UPSA SAS - FRANC

TABLET]
UPSA SAS - FRANCE| |

T |

F— PARACETAMOL 500 mg BN PARACETAMOL 500 mg S
I
CODEINE 30 mg CODEINE 30 mg

EFFERVESCENT
E} TABLET
UPSA SAS - FRANCE

FFERALGAN"

I
PARACETAMOL 500 mg PARACETAMOL 500 mg
CODEINE 30 mg CODEINE 30 mg
|

Batch N> Batch NO——_

\ g \
. ;

\ /
AN e N of
~_ \\\4/*/

TN : N 7
Exp, date: " Exp, date: N\ / (@
/ \ / N



h‘ttps:‘//nhathuocngocanh.com/ NN l ‘ ‘{42 - ; 5/79 (4)

EFFERALGAN® CODEINE

Paracetamol-Codein
Vién nén sti bot

Poc ki hwéng din sit dung trwée khi ding. Néu cin thém thong ti
Dé thudc xa tim tay tré em.

Thong bdo ngay cho béc si hodc dwgc si nhirng tic dung khong mong
str dung thudc.

Thubc nay chi diung theo don ciia béc si.

R GaaRpaf ki

THANH PHAN

Paracetamol 500 mg

Codein phosphat 30 mg (tuong ng codein base 22,1 mg)

T4 dugc: natri hydrocarbonat, natri carbonat khan, acid citric khan, sorbitol, natri docusat,
natri benzoat, povidon, aspartam, vi budi tu nhién vira di cho mdt vién nén sui bot 3,25 g.

CHi PINH
EFFERALGAN CODEINE duoc chi dinh cho bénh nhén trén 12 tudi (can nang tur 33 kg tro p
1én) d& giam dau cdp tinh & muc do trung binh khi cac thuc giam dau khac nhu paracetamol
hay ibuprofen (don doc) khong cé hiéu qua.

LIEU DUNG VA CACH DUNG
Liéu dung \
Khong khuyén cdo sir dung 14u dai EFFERALGAN CODEINE ma khong xem xét can than vé X\
nguy co so véi lgi ich.

Pé tranh nguy co qua liéu, phai klém tra dé chéc chin la cac thudce dung ddng thoi khong
chtra paracetamol hodc codein (bao gdm ca thudc ban theo don va thude khong ban theo don)
(xem Cénh bio va than trong khi sir dung, Canh béo va thén trong dédc biét ve san pham)
Codein can dugc sir dung & lidu thip nhét c6 hiéu qua trong thoi gian ngan nhét. Liéu nay c6
thé dung den tbi da 4 1An mot ngay vai khoang céch gitra cac 1an diing thudc khong dudi 6 gio.
Liéu dung t5i da hang ngdy cua codein khong duoc vuot qua 240 mg.

Khoang thoi glan diéu tri giam dau nén gi6i han dudi 3 ngay va trong trudng hop khong dat
dugc hiéu qua glam dau, bénh nhan/nguoi cham sé¢ bénh nhan nén dén gdp bac si dé tu vén.

& TRE EM, LIEU PARACETAMOL PHAI PUQC XAC PINH THEO CAN NANG
CUA TRE.

Vién nén sti bot nén dugc hoa tan trong nuée. Khong nudt hoic nhai. / [//é
A 2. X Khoang cich A LA
Can | TudiX3p | b racetamol/lidu | Codein/lidu | S6 | t6i thibu giira Iﬁ;e.l'gt,‘:;g;
nang - e (mg) (mg) vién/liéu| céc lin ding o
(kg) |(nAm tudi) thubc (gid) (vién)
8
(2000 - 4000
mg
> 50 >18 500 - 1000 30 - 60 1-2 6 htacetnel)
(120 - 240 mg
codein)
4
(2000 mg
3= 12.18 500 30 1 6 paracetamol)
>0 (120 mg
codein)
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* Po tudi x4p xi so voi can ning chi duge ding dé huéng din. Str dung tudi dua trén dudng
cong ting trudng ti€u chuan cua dia phuong.
(Xem thém Suy thdn va Suy gan).

Suy than

Suy than lam ting nguy co tich lity paracetamol va codein. O nhitng bénh nhan suy than trung
binh va ning, khoang céch téi thiéu giira cac 14n ding thudc nén dugc didu chinh theo lich
trinh sau day:

D§ thanh thai creatinin (Cl) Khodng cach gitra cac lin dung
thudc

Cl 10 - > 50 mL/phut 6 gio

Cl < 10 mL/phut 8 gid

(Xem thém Dwge dong hoe, Cadc nhém bénh nhan déc biét, Suy than).

Suy gan

Suy gan lam ting nguy co tich liily paracetamol va codein. O nhitng bénh nhan bi bénh gan
man tinh hodc bénh gan hoat dong con bu, dic bi€t 1a nhitng ngudi suy gan, nghién ruou man
tinh, suy dinh dudng man tinh (du trir glutathion & gan thap) va mét nudc, lidu paracetamol
khong dugc vuot qua 3 g/ngdy va cin xem xét giam lidu codein.

(Xem thém Duwge dong hoc, Cac nhém bénh nhan dic bi€t, Suy gan).

Tré em va thiéu nién

Paracetamol

O tré em, lleu khuyén cdo cua paracetamol 1a 10 mg/kg den 15 mg/kg mdi 4-6 gio, 1én dén
tdng lidu t6i da hang ngay 12 60-75 mg/kg. Khoang cach t6i thiéu giita cac 1an ding thude 1a 4
gio.

Codein

Tré em cin ndng tir 33 kg tro lén (tir 12-1 8 tubi)

Liéu codein khuyén céo cho tré em cén nang tir 33 kg tr¢ lén (12-18 tu01) la mot (1) vién nén
sui bot EFFERALGAN CODEINE mdi 6 gid. Trong trudng hop can thiét, c6 thé ting 1én dén
lidu tdi da cia codein 1a 240 mg/ngay Liéu nay duoc dua trén trong lugng co thé (0,5-1
mg/kg) (Xem Liéu dung, Vién nén sti bot)

Tré em cin ndng duwdi 33 kg (du’o’t 12 tuot)

Khong dung thude dé diéu tri giam dau do nguy co ngd ddc opioid bai cac thay dbi khong thé
du dodn trudc trong qué trinh chuyén héa codein thanh morphin. (Xem Chong chi dinh va
Canh bdo va thin trong khi sir dung, Canh bio va than trong déc biét vé san pham).

Ngudi cao tudi //Qé

Bénh nhan cao tudi c6 thé biéu hién ting nhay cam véi thube giam dau opioid. Nén dung mot
lidu khoi dau thip hon so véi lidu thudng dung ¢ ngudi lon d6i v6i bénh nhan cao tudi va
didu chinh lidu dua trén sy dung nap va nhu cau cua timg bénh nhan. (Xem Céanh bio va
than trong khi sir dung, St dung & ngudi cao tudi va Dwge dong hoc, Cac nhém bénh nhan

dic biét, Nguoi cao tudi).

Cich dung va duong ding
Dung dudng uong
Hoa vién thudc vao nudce trude khi ding.

L AS T N
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CHONG CHI PINH

Chéng chi dinh dung EFFERALGAN CODEINE trong céc trudong horp sau:

e Qui man véi paracetamol hogc propacetamol hydroclorid (tién chit cia paracetamol),
codein hoic véi bat ky ta dugc nao cua thuoc (Xem Cénh bdo va than trong khi sir
dung, Canh bédo va than trong dic biét vé san pham Lién quan véi paracetamol va Tac
dung khong mong mudn, Kinh nghiém hiu mai, Lién quan véi paracetamol).

e Suy gan ning hogc bénh gan hoat dong mét bu (Xem Dwge ddng hoc, Cac nhém bénh
nhan déc biét, Suy gan)

e Suy ho hip, bit ké mic d0 (Xem Cénh béo va thin trong khi si dung, Canh bdo va
than trong dic biét vé nhém thude, Lién quan véi opioid, T4c dung trén hd hip va Cénh
bao va than trong khi sit dung, Str dung & tré em).

o Tré em dudi 12 tudi, do nguy co ngd ddc opioid bdi cac thay dbi khong thé du doén trude
trong qué trinh chuyén héa codein thanh morphin (Xem Cénh bdo va thin trong khi sit
dung, Canh bdo va than trong dic biét vé san phim, Lién quan véi codein, Ngudi mang
gen chuyén héa codein siéu nhanh).

e Tét ca cic bénh nhan tré em dudi 50 kg (tré em tir 0 dén 18 tudi) vira thyuc hién thu thuat
cit amidan va/hodc nao V.A d& diu tri hdi chung ngung thd khi ngi lién quan dén tic
nghén dudng thd do cdc bénh nhan ndy cé nguy co cao xay ra cac phan ing cé hai nghiém
trong va de doa tinh mang (Xem Céanh bao va thian trong khi sit dung, Canh bao va than
trong dic biét vé san phdm, Lién quan véi codein, Sir dung sau phiu thuét cho tré em).

e Phu nit cho con bu (Xem Phu nit mang thai va cho con bu, Phu nit cho con bu, Lién
quan vdi codein).

e Nhimng bénh nhin mang gen chuyén hoéa thudc qua CYP2D6 siéu nhanh (Xem Céanh bio
va than trong khi sir dung, Canh bio va than trong dic biét vé san phim, Lién quan véi
codein, Ngudi mang gen chuyén héa codein siéu nhanh).

CANH BAO VA THAN TRONG KHI SU DUNG

Canh bio

Thudc nay chira paracetamol. Hay giip bac si ngay lap tirc khi ding qua lidu hoic ngiu nhién
dung liéu qua cao.

Thudc nay chita paracetamol va codein. Nhiéu thuéc khdc ciing chita nhitng thanh phan nay.
Ban khong dugc phéi hop cdc thudc nay véi nhau dé khong dwoc vieot qua liéu t6i da khuyén
cdo (Xem Liéu diing va cdch ding).

Chi dugc phép ding thude ndy cho tré em khi c6 chi dinh cua béac si. Khong dugc diéu tri lai
cho tré em, ma trude d6 khong xin lai y kién béc si. Phai ding thubc nay kém theo ddi tré em,
néu ban cam thiy tré em budn ngu qua muc thi ban khong dugc cho tré liéu khéc.

Dung thudc nay l4u dai c6 thé gy phu thude vao thudc. Khong duge ding thude trong thoi

gian dai ma khong xin chi dén cua béc si. /Z[(

Khéng dugc ding qué liéu quy dinh va bo céo ngay v6i bac s khi c6 dung quéd liéu.

Khoéng dugc dung trong thoi gian dai ma khong c6 y kién cua chuyén mén, dic biét khi c
roi loan kéo dai qua 5 ngay va/trong hién tuong bit dAu c6 tridu chig khéc khi tiép tuc ding
thude.

Thubc ndy chira sorbitol nén khong dugc ding cho bénh nhin khdng dung nap fructose (la
bénh chuyén héa cé tinh di truyén).

Théan trong khi sir dung
CANH BAO VA THAN TRONG PAC BIET VE NHOM THUOC

EFFERALGAN CODEINE chita codein 14 thudc giam dau opioid.

‘JA./ O T W
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Lién quan véi opioid
(Xem thém Cénh béo va than trong dic biét ve san pham, Lién quan véi codein)

Tdc dung trén h¢é thin kinh trung wong

Téc dung clia opioid trén hé than kinh trung wong (CNS) c6 thé gay ra suy ho hip nghiém
trong, c6 kha nang gay tir vong.

T4c dung tic ché hé than kinh trung uong cua opioid, bao gdm trc ché ho hép va an thin, phai
dugc xem xét trong trudng hop da biét hodc nghi ngd bénh 1y ndi so nhu chin thuong dau
hoic tén thuong ndi so khéc. Céc tac dung nay trén hé than kinh trung wong ciing ¢6 thé lam
phirc tap cho viéc d4nh gia vé than kinh.

Nén than trong khi sir dung opioid & bénh nhén bi dong kinh do kha ning lam giam ngudng
co giat.

Sir dung thuée giam dau bao gdm c opioid trong thdi gian dai lam ting nguy co nhirc dau do
lam dung thubc.

Piédu tri bang opioid, dic biét khi sir dung trong thoi gian dai, c6 thé gay ting cam gidc dau &
mot s6 ngum

Str dung dong thdi ruou va codein c6 thé 1am ting tc ché hé than kinh trung wong. Khong
khuyén céo udng ruou trong khi diéu tri bing EFFERALGAN CODEINE (Xem thém Canh
béo va than trong dic biét vé san phim, Lién quan v&i paracetamol).

Tdc dung trén hé hdp

Chéng chi dinh ding EFFERALGAN CODEINE trong céc tinh trang hd hip dic trung boi
suy ho hip & bét ky murc d§ nao.

Opioid gdy suy hd hip thong qua tic dung trc ché hé than kinh trung uong. Nguy co suy ho
hip c6 thé ting 1én do st dung thuoc ddng thoi (Xem Twong tac véi cac thudc khac va cac
dang twong tac khac) va cac yéu té duoc di truyén. (Xem Canh bdo va than trong dac biét vé
san phdm, Lién quan véi codein, Ngudi mang gen chuyén hoéa codein siéu nhanh va Phu nir
mang thai va cho con bu, Phu nit mang thai, Lién quan véi codein).

Nén than trong khi sir dung EFFERALGAN CODEINE & bénh nhén bi hen. Cac opioid, dic
biét 1a morphin va cac din xuét, c6 thé gay phéng thich histamin.

Hoat tinh trj ho ctia opioid c6 thé bat loi trong céc tinh trang hd hip ma ho c6 dom 1a c6 loi.

Tdc dung trén tiéu hoa

T4o bén, c6 thé khang lai didu tri bing thudc nhuan trudong, 1a mot tic dung phu cia viée didu

tri bang opioid va can phai theo d&i chic ndng rudt.

Budn nén va non cling 1a tac dung phu ciia viéc diéu tri bing opioid. O mdt s& nguoi, ty 16
budn nén va ndn cb thé giam vdi vi€c sir dung hogc phat sinh sy dung nap thudc (quen thudc).

Sur dung opioid c6 the che 14p céc triéu chimg ctia tinh trang bung cap tinh.

Mot sb opioid, bao gdm ca morphin, dugc cho 1a lam ting ap luc co vong Oddi, cho thdy cin
than trong khi sir dung trong céc trudng hop bénh dudng din mat nhu viém tuy va soi mat
mic du tac dung rd rang chua dugc xac dinh.

Tdc dung trén da

Ngtra 12 mot tic dung phu clia viée diéu tri bang opioid. /éé{//

Tdc dung trén hormon
Opioid c6 thé 1am giam ndng do hormon va can dugc st dung than trong & bénh nhéan bi rbi

loan hormon.

PENR W)L\ \N
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Tdc dung trén mién dich
Mot s0 opioid, bao gom ca morphin, ¢ thé ¢6 tdc dung (rc ché chirc ning mién dich. Y nghia
lam sang cua tadc dung nay chua duoc xac dinh.

Tdc dung trén hé co xwong
Cirng co va giat rung co c6 thé xay ra véi liéu phap opioid.

Tdc dung trén h¢ ni¢u-sinh duc

Opioid c6 thé gay bi tiéu do lam giam truong luc co tron trong bang quang, giam nhén biét vé
su cing ddy bang quang va trc ché phan xa tidu tién. Do d6, nén than trong khi sir dung opioid
& nhitng bénh nhan bi hep niéu dao hozc phi dai tuyén tién liét.

Tdc dung trén tim mach va mach mdu néao
Nhitng bénh nhén bi giam lwu luong méu hoic giam huyét ap sir dung opioid can dugc theo
ddi vé cac tac dung huyét dong hoc c6 thé xay ra.

Dung nap thuic (quen thudc)

Hiéu qua giam dau giam hoic sy dung nap thubc c6 thé xay ra khi sir dung opioid trong thoi
gian dai. Dung nap chéo giita cic opioid khdng hoan toan va su dung nap c6 thé xuit hién &
céc mirc do khac nhau ddi véi céc opioid khéc nhau.

Lién quan véi codein

Sir dung codein trong thodi gian dai c6 thé din dén 1& thudc v& thé chit va tam ly. Vi vay,
khong khuyén cdo st dung EFFERALGAN CODEINE trong thoi gian dai. Nén than trong
khi str dung EFFERALGAN CODEINE ¢ nhitng bénh nhén hién dang hodc da ting 1é thudc
opioid va nén xem xét céc liéu phap giam dau thay thé.

CANH BAO VA THAN TRONG DPAC BIET VE SAN PHAM
Khong khuyen cdo sir dung EFFERALGAN CODEINE trong thoi gian dai ma khong xem xeét
cén than vé nguy co so vai loi ich. (Xem Liéu dung va cich ding).

Lién quan véi paracetamol

Pé tranh nguy co qui heu phai kiém tra @& chéc chin cac thudc khac dugc sir dung khong
chira paracetamol (bao gom ca thubc béan theo don va thudc khong ban theo don) (Xem thém
Twong tac vai cic thudc khic va cic dang twong tic khac).

Str dung céc liu paracetamol cao hon liéu khuyen céo dua dén nguy co ton thuong gan rat
nghiém trong. Céc tri¢u ching lam sang cua tén thuong gan thuong duoc thiy diu tién sau 1
dén 2 ngay sau khi dung qua lidu paracetamol. Céc triéu chung tén thuong gan ning nhat
thudng dugc quan sat thay sau 3-4 ngay. Phai diéu tri bing thudc giai doc cang sém cang tot.
(Xem Qua lidu, Qué lidu paracetamol).

B4c s can phai canh bdo bénh nhéan vé& c4c d4u hiéu ciia phan tng da nghiém trong nhu hoi
chimg Stevens-Johnson (SJS), hoai tir biéu bi nhiém doc (TEN) hozc hdi ching Lyell va

ngoai ban myn mu toan than cip tinh (AGEP). 1175
Can than trong khi sir dung paracetamol trong céc trudng hop: /

e Suy gan nhe dén trung binh
Chédng chi dinh ding EFFERALGAN CODEINE trong trudng hop suy gan ndng hodc
bénh gan hoat dong mat bu.

e Suy than trung binh va ning (dd thanh thai creatinin < 50 mL/phut).
(Xem Liéu dung va cich dung, Suy than va Duwge dong hoc, Cac nhom bénh nhéan dac

biét, Suy than).

~a
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e Thiéu hut Glucose-6-Phosphat Dehydrogenase (G6PD) (c6 thé din dén thiéu mau tan
huyét).

¢ Nghién rugu man tinh, uéng rugu qua muc (3 hodc nhiéu ly ruou mdi ngay).

e Chén #n, &n v6 do hogc suy mon, suy dinh dudng man tinh (du trit glutathion & gan thép).

e Mit nudc, giam luu lugng mau.

Lién quan véi codein

Dé tranh nguy co qua liéu hodc céc tic dung phu nghiém trong, phai kiém tra dé chic chin
cac thube khac duoc sur dung khoéng chira opioid hodic cdc thubc khac trc ché hé thin kinh
trung uong (bao gdm ca thudc ban theo don va thudc khong ban theo don). (Xem Twong tic
v6i cdc thuoc khac va cic dang twong tic khac).

(Xem thém Cénh b4o va than trong dic biét vé san phém va Phu nit mang thai va cho con
bi, Phu nit cho con bt, Lién quan véi codein).

Do nguy co hd hap, chi sir dung céc thude chira codein dé giam dau cép tinh & muc do trung
binh cho tré trén 12 tudi khi cac thude giam dau khac nhu paracetamol va ibuprofen khong c6
hi¢u qua.

Codein chi nén duge st dung & liéu thip nhit ma c6 hiéu qua va trong thoi gian ngin nhét.

Nguoi mang gen chuyén héa codein siéu nhanh (chuyén héa qua CYP2D6)

Codein dugc chuyén héa thanh morphin (chit chuyén héa c6 hoat tinh) qua enzym gan
CYP2D6 tai gan. Néu thiéu hut mot ph?m hodc toan bd enzym nay, bénh nhan s& khong dat
duoc hidu qua diéu tri phit hop. Udc tinh c6 dén 7% dén sb da tring c6 thé thiéu hut enzym
nay. Tuy nhién, néu bénh nhan mang gen chuyén héa manh hoc siéu nhanh, s& ting nguy co
Xdy ra céc phan tmg c6 hai do ngd ddc opioid ngay ca & lidu ké don thudong dung. Nhing
bénh nhan nay cé kha ning chuyén héa codein thanh morphin nhanh hon, din dén ndng 4o
morphin trong huyét thanh cao hon so véi du kién.

Céc triéu chimg thudng giip clia ngd ddc opioid bao gdm rdi loan y thirc, budn ngu, thd ndng,
co ddng tir, budn ndn, ndn, tdo bén va chan dn. Trong céc trudng hop nghiém trong, c6 thé
xudt hién céc tridu ching cia suy giam tudn hoan va hé hédp, c6 thé de doa tinh mang va rit
hiém khi gy tir vong.

Ty 1& udc tinh ngudi mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh trong céc chiing
toc khac nhau dugc tém tit trong bang dudi day:

Chiing toc Ty 1€ %
Ngudi Chau Phi/ Ethiopia 29%

Ngudi My gdc Phi 3,4% dén 6,5%
Nguoi Chau A 1,2% dén 2%
Nguoi da tring 3,6% dén 6,5%
Ngudi Hy Lap 6,0%

Ngudi Hungary 1,9% )

Ngudi Bic Au 1% dén 2%

Ny
Nguwoi mang gen chuyén héa codein kém ///é

Nhiing ngudi mang gen chuyén héa thudc qua CYP2D6 kém c6 kha ndng giam tao thanh
morphin tlr codein va do d6 khong thé hién tdc dung giam dau tr viéc tri liéu bang codein
nhung c6 thé gip céc téac dung phu.

St dung sau phdu thugt cho tré em o

Pi c6 cac bdo céo trong cac y van duge cdng bo rang viéc sir dung codein dl{qc gh‘mg sau
phau thuit cho tré em vira thuc hién ’thﬁlthuz_‘lt cét amidan va/hodc nao V.A dé€ diéu tri hcf)’i
ching ngung thd khi ngu lién quan dén tic nghén dudng thd co tPé gdy ra cac phan l'mgAco
hai hiém gip nhung de doa tinh mang, thdm chi tir vong (xem Chong chi dinh). Tat ca bénh
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nhan nhi ndy déu str dung codein trong mic liéu quy dinh, tuy nhién, da c6 bing chimg cho
thdy nhitng tré ndy mang gen chuyén héa codein sang morphin manh hoic siéu nhanh.

Lién quan v6i EFFERALGAN CODEINE

Thudc chira aspartam, mot ngudn phenylalanin, c¢6 thé gdy doc cho bénh nhén bi phenylceton
niéu.

Do thudc chira sorbitol nén bénh nhén c¢6 bénh di truyén hiém gap vé khong dung nap frutose
khong nén dung thudc nay.

Thubc chira khoang 16,5 mmol hodc mEq (hodc 380 mg) natri. Cian xem xét thong tin nay khi
str dung thudc cho bénh nhén phai kiém soat luong tiéu thu natri.

(Xem thém Danh muc c4c t4 dugc trong thude phai hét stc luu y dé tranh nguy co & mot sé
bénh nhan).

SU DUNG O TRE EM

Bénh nhan tré em can dugc theo ddi chit ché v& cac du hiéu tién trién cua su Grc ché hé than
kinh trung uong lién quan véi codein nhu budn ngi qua muc va giam nhip thd. Su khéc biét
vé dugc di truyén trong su chuyén héa codein c6 thé 1am ting nguy co vé cac tac dung phu
hodc 1am giam dap tng diéu tri & mot s6 bénh nhén.

(Xem Canh bao va than trong dac biét vé san phdm, Lién quan v6i codein, Ngudi mang gen
chuyén héa codein siéu nhanh va Canh béo va thén trong dic biét v& san phdm, Lién quan vi
codein, Ngudi mang gen chuyén héa codein kém; Qua lidu, Qua liéu codein va Dwgc dong
hoc, C4c nhém bénh nhan dic biét, Tré em va thiéu nién).

TRE EM SUY GIAM CHUC NANG HO HAP

Codein khong dugc khuyén cdo sir dung & nhitng tré em c6 suy giam chirc ning hd hép, bao
gdm rbi loan than kinh co, bénh Iy ning vé tim hoic hd hip, nhiém tring dudng hd hép trén
va phdi, da chin thuong hay vira trai qua phau thuat Ién. Cac yéu t6 nay c6 thé lam trdm trong
hon céc tri¢u ching cua ngd doc morphin.

SUDUNG O NGUO'I CAO TUOI

Bénh nhén cao tudi c6 thé c6 téng nguy co gdp cdc tdc dung phu lién quan véi opioid nhu suy
h6 hép va tio bon. Khuyén cdo dung mot liéu khoi dau thap hon so véi liéu thudng dung &
ngudi 16n dbi v6i bénh nhan cao tudi (xem Liéu ding va ciach dung, Liéu dung va Liéu
dung va cach dung, Ngudi cao tudi). Bénh nhén cao tudi ¢6 kha ning sir dung nhiéu thuée
ddng thoi nén c6 thé 1am ting nguy co tuong téc thudc (xem Twong tic vo6i cac thude khac
va cac dang twong tic khac).

PHU NU MANG THAI VA CHO CON BU /////

PHU NU MANG THAI

Khong khuyén céo sir dung EFFERALGAN CODEINE trong khi mang thai ma khong xem
xét can than cac nguy co, loi ich va tri liéu thay thé.

Lién quan vdi paracetamol

Kinh nghiém lam sang ve viéc sir dung paracetamol trong khi mang thai con han ché. Di liéu
dich t& hoc tir viéc sir dung lidu diéu tri cua paracetamol dudng udng cho thiy khong c6 tac
dung khong mong muodn trén phu nit mang thai hogc trén stc khoe cua thai hay tré so sinh.
Céc nghién ctru vé sinh san v6i paracetamol dudng ubng khong cho thdy bat ky tic dung gy
di tat hodc gy doc dbi véi phoi.

Lién quan vdi codein
Chua cé cac nghién ctru vé sinh san day du va duogc klem soat vé viéc str dung codein trong

khi mang thai. Trong khi khong ¢6 bing ching rd rang vé di tat bAm sinh & ngudi do viéc st
dung codein trong khi mang thai, khong thé loai trir sy lién quan. Hoi chimg ngimg thudc &
tré so sinh, dic trung boi céc triéu chung cai ché phim c6 thuéc phién bao gom bdn chdn,
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khéc qua mirc, run, ting truong luc, nhip thd nhanh, sdt, non va tiéu chay, c6 lién quan véi
viéc sir dung codein & ngudi me trong ba thang cubi cua thai ky. Stir dung codein & ngudi me
trong bat ky giai doan nao ciia thai ky déu c6 thé lién quan véi sinh md l4y thai theo ké hoach
va sir dung trong ba thang cudi cta thai ky c6 thé lién quan véi ting nguy co sinh md 14y thai
cAp ctru va xuat huyét hau san.

NEU BAN PHAT HIEN CO THAI TRONG THOI GIAN DUNG THUOC NAY, HAY BAO
CAO VOI BAC SI VI CHI BAC SI MOI CO QUYEN QUYET PINH BAN PHAI TIEP TUC
HOAC NGUNG DUNG THUOC NAY.

PHU NU CHO CON BU

Thube nay qua duoc sita me nén phai chéng chi dinh trong thoi ky cho con bu.

Lién quan vdi paracetamol

Sau khi dung dudng udng, paracetamol duoc bai tiét vao sita me véi s6 lugng nho. Da c6 bao
c4o vé ndi ban & tré bu me.

Lién quan vdi codein

O lidu diéu tri thong thudng, codein va chit chuyén héa c6 hoat tinh ¢ thé c¢6 mit trong sita
me & lidu rat thdp va dudng nhu khong gdy anh hudng bit loi dén tré bu me. Tuy nhién, néu
bénh nhan 13 ngudi mang gen chuyén héa thudc qua CYP2D6 cuc nhanh, morphin (chét
chuyén héa c6 hoat tinh ciia codein) c6 thé c6 trong sita me v6i ndng dd cdo hon va trong
nhiing truong hop rat hiém giip, c6 thé din dén cac triéu chimg ngd doc opioid ¢ tré so sinh,

6 thé gy tir vong. Can phai bio cho ngudi me biét vé nhitng nguy co va diu hiéu ngd doc
opioid va phai theo ddi chét ché& ca tré so sinh va ngudi me.

NOI CHUNG TRONG KHI MANG THAI HOAC CHO CON BU LUON LUON PHAI HOI Y
KIEN BAC SI HOAC DUQC SI CUA BAN TRUOC KHI DUNG MOT LOAI THUOC.

DANH MUC CAC TA DUQC TRONG THUOC PHAI HET SUC LUU Y PE TRANH
NGUY CO O MOT SO BENH NHAN

- Natri hydrocarbonat, natri carbonat khan, natri docusat, natri benzoat.

- Natri: mdi vién chtra 380 mg natri.

- Aspartam (E951) (ngudn phenylalin).

- Sorbitol.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Do dung thudc ndy co nguy co budn ngu, nén cin dé phong, dac biét khi 14i xe hodc van hanh
mday moc, do thuoc cd chira codein. Hién tugng nay giam din sau khi dung thudc nhleu lan,
c6 thé c6 ich néu bét dAu ubng vao budi tdi. Hién tugng c6 hai nay s& ting 1én khi ubng rugu.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC / // )

Anh huéng ciia cac thube khac dén EFFERALGAN CODEINE

Lién quan vdi paracetamol

Phenytoin dugc ding ddng thai ¢ thé dan dén giam hiéu qua clia paracetamol va ting nguy
co nhiém ddc gan. Bénh nhan dang diéu tri bang phenytoin nén tranh dung paracetamol liéu
cao va/hogc lau dai. Cin theo d&i bénh nhan vé bing chimg nhiém doc gan.

Probenecid 1am giam d6 thanh thai ctia paracetamol gan hai 14n bing c4ch trc ché sy lién hop
v6i acid glucuronic. Nén xem xét giam lidu paracetamol khi duogc dung ddng thoi véi
probenecid.

Salzcylamzd ¢c6 thé kéo dai thoi gian bén thai (t%5) cua paracetamol.

Chat gdy cam tmg enzym: Can than trong khi paracetamol dugc st dung ddng thdi voi cac
chét gdy cim (mg enzym. Nhiing chit nay bao gom, nhung khong gidi han, céac barbiturat,
isoniazid, carbamazepin, rifampin va ethanol (Xem Qua lidu, Qua liéu paracetamol).
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Lién quan vdi codein

Cdc opioid khdc: St dung ddng thdi codein véi céc thude chira opioid khac nhu thube dong
van opioid (alfentanil, dextromoramid, dextropropoxyphen, dihyrdocodein, fentanyl,
hydromorphon, morphin, oxycodon, pethidin, phenoperidin, remifentanil, sufentanil, tramadol,
methadon) va thudc e ché ho gidng morphin (dextromethorphan, noscapin, pholcodin,
codein, ethylmorphin) c6 thé ting cudng tac dung trc ché hé than kinh trung uong, bao gdm
ca an than va suy ho hap, lam tdng nguy co qud liéu gay tir vong.

Sir dung véi thubc ddng van/thubc déi khang opioid va thudc ddng vén opioid mot phan
(buprenorphin, butorphanol, nalbuphin, nalorphin, pentazocin) cé thé dan dén tac dung giam
dau giam va céc triéu chimng cai opioid.

Cac thuoc khdc trc ché hé thén kinh trung wong, nhu barbiturat, thudc chong lo 4u va thudc
chéng trdm cam, bao gdm thudc chong trAim cam ba vong (TCA), thudc trc ché tai hip thu
serotonin chon loc (SSRI), thudc tre ché monoamin oxidase (IMAO), benzodiazepin va thudc
ngl c6 thé ting cudng tic dung trc ché than kinh trung uong cua codein.

Cdc thuoc khdc c6 thé gdy buon ngu, nhu cdc dn xuét morphin (thudc giam dau, thudc e
ché ho va céc diéu tri thay thé), thudc an thin, barbiturat, benzodiazepin, thudc chong lo au
khac ngodi benzodiazepin (meprobamat), thudc ngu, thude chong trdm cam gdy budn ngi
(amitriptylin, doxepin, mianserin, mirtazapin, trimipramin) thubc khang histamin H, gay budn
ngu, thudc diéu tri ting huyét 4p tac dung trung wong, baclofen va thalidomid c6 thé c¢6 tac
dung gy budn ngu cong thém véi codein.

Cdc thuoc khdc dirgc chuyén héa béi CYP2D6 hodic ikc ché CYP2D6 nhu thude tre ché tai hip
thu serotonin chon loc (SSRI) (paroxetin, fluoxetin, bupropion va sertralin), thuc an thin
(clorpromazin, haloperidol, levomepromazin, thioridazin) va thudc chdng trdm cam ba vong
(TCA) (imipramin, clomipramin, amitriptylin, nortriptylin), celecoxib, quinidin,
dexamethason va rifampin c6 thé 1am giam téc dung giam dau cua codein.

Thuéc khdng cholinergic ding ddng thoi véi opioid, bao gdm codein, ¢6 thé 1am ting su tic
ché chirc ning rudt va lam ting nguy co ngung tré rudt.

Ruou dugce dung dong thoi v6i thude giam dau opioid 1am ting téc dung an than.

Naltrexon, 1a thudc d6i khang opioid, ngin chin tic dung giam dau ciia codein.

Anh huéng cia EFFERALGAN CODEINE dén cac thudce khac

EFFERALGAN CODEINE c6 thé 1am ting kha ning bi cic tic dung khong mong mudn khi
dung véi cac thube khac.

Thudc chong dong Str dung dong thoi paracetamol véi coumarln bao gdbm warfarin c6 thé
dan dén sy thay ddi nhe ve tri s0 INR (ty s6 chuan héa quoc té). Trong trudng hop nay, nén
tién hanh theo doi cac tri s INR trong thoi gian sir dung ddng thoi cling nhu mot tuan sau khi
ngig diéu tri bing paracetamol.

TAC DUNG KHONG MONG MUON

NHU TAT CA CAC LOAI THUOC, THUOC NAY CO THE CO MOT SO TAC DUNG IT
NHIEU KHO CHIU O MOT SO NGUOI. /
Kinh nghiém hdu mai

Do c4c phan tng phu dudi ddy dugc bao cdo ty nguyén tir mdt nhom dan s6 c6 quy md khong
x4c dinh, khong phai ludén luén ¢ thé ude tinh dang tin cdy vé tan sudt. C4c phan ung phu
duogc trinh bay theo nhom hé co quan, tAn suét va thuat ngt vu tién theo MedDRA, sir dung
c4c nhém tAn sudt sau ddy: rit thudong gip (> 1/10), thudng gép (= 1/100, < 1/10), hiém gip (>
1/1.000, < 1/100), hiém gip (> 1/10.000, < 1/1.000), rat hiém gip (< 1/10.000) va khong ro
(khong thé uéc tinh tir céc dir liéu hién c6). Bang ndy duge bién soan theo cac khuyen nghi
ciia Nhém nghién ciru CIOMS TII va V va Huéng din cua Uy ban Chau Au vé& Tom tit dic
tinh san phdm.
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Lién quan véi paracetamol

Phan tmg qua min véi paracetamol c6 thé duoc bleu hién bang nbi may day, ban d6 va ban
(khong xac dinh). C4c trudng hop phan (mg qui man nhu sdc phan vé va phu mach da duoc
bao cdo vdi paracetamol (Xem Chéng chi dinh).
Céc phan tng phu sau day da dugc bdo cdo tr kinh nghiém hau mai véi paracetamol.

Nhom hé co quan Tan suiat | Thuit ngir theo MedDRA

R6i loan mdu va hé bach Khong rd | Giam tiéu cau, giam bach cau, giam bach cau

huyét trung tinh

Roi loan tiéu héa Khong rd | Tiéu chay, dau bung

R loan gan mdt Khoéng rd Téng enzym gan

Roi loan hé mién dich Khéng r5 | Sdc phan vé, phtt mach, qua man

Xét nghiém Khéngrd | Giam ty so chuan héa quéc té, ting ty s6 chuan
héa qubc té

Réi loan da va mé duédi da Khong rd No6i may day, ban dé, ban, ngoai ban mun mu
toan than cép tinh, hoai tir biéu bi nhidm doc,
hdi chiing Stevens-Johnson

R6i loan mach Khong rd | Ha huyét 4p (nhu mot triéu ching cua phan vé)

Lién quan vé6i EFFERALGAN CODEINE
Céc phan ng phu sau day da dugc bao cdo tir kinh nghiém hau mai véi EFFERALGAN

/é/é

CODEINE.

Nhom hé co quan Tan suat Thuét ngir theo MedDRA

R&i logn mdu va hé bach huyét Khong rd Giam tiéu cau

Rai loan tai va mé dao Khoéng rd Chéng mét

Réi loan tiéu héa Khong rd Dau bung, tdo bén , ti€u chay,
budn nén, viém tuy, nén

R6i loan toan thdn va tinh trang tai cho | Khong rd Suy nhugc, kho chiu, phu

dimg thuoc

Roi loan gan mat Khong rd DPau bung do dudng mat, viém gan

R6i logn hé mién dich Khéng rd Phan ting phan vé, qui min

Xét nghiém Khong rd Téang alanin aminotransferase,
ting aspartat aminotransferase,
ting phosphatase kiém trong méu,
ting amylase trong méu, ting
gamma- -glutamyltransferase, tang
ty s& chuin héa qudc té

R6i loan co xiong va mo lién két Khong rd Tiéu co van

Réi loan hé than kinh Khong ro Chéng mét, giat rung co, di cam, /1
budn ngi, ngat run

Réi loan tam than Khong rd Trang thai 1 1an, lam dung thudc,

. 1€ thude thuocq ao giac

Réi loan thdn va 1iét niéu Khong rd Suy thdn, bi tiu

Réi loan hé hdp, nguc va trung that Khong rd Khé th, suy hd hap

Réi loan da va mé dudi da Khong rd Phu mach, ban do, ngtra, ban, ndi

. may day
Réi loan mach Khoéng rd Ha huy¢ét ap

NHOM TRI LIEU

Giam dau ngoai bién.

Giam dau opioid.
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DUQC LUC HQC
- Thubc giam dau ngoai bién.
- Thubc giam dau nhém opioid.
- Ma ATC: NO2BES|.

N= hé than kinh trung uong.
e Paracemol: giam dau-ha st.
e Codein phosphat: thudc giam dau nhém opioid.
Phéi hop paracetamol vé6i codein phosphat s& cho hiéu luc giam dau manh hon so v&i khi
ding tirng thude riéng ré, tac dung kéo dai hon.
Paracetamol la thudc giam dau ha sot voi tic dong khang viém yéu. Khong glong nhu céc
NSAIDs truyén thong, & lidu diéu tri paracetamol khong trc ché chic nang tiéu cau.
Codein 12 mot thudc giam dau opioid c6 tic dung giam ho. Codein va morphin chét chuyén
héa c6 hoat tinh ctia né 1a din chat phenanthren ciia opioid.
Codein 1a mot thude giam dau trung wong c6 tac dung yéu. Codein c6 tac dung thong qua céc
thu thé p opioid, mic du vy codein c6 4i luc thip ddi v6i cac thu thé nay va tac dung giam
dau ctia thudc c6 duoc 1 do codein duogc chuyén hoéa thanh morphin. Codein, dic biét khi
phdi hop véi céc thude giam dau khac nhu paracetamol, dd dwoc ching minh 1a ¢6 hiéu qua
trong giam dau do cam thy than kinh c4p tinh.

Co ché tac dung

Co ché chinh xéc cua tic dung giam dau va ha sot cua paracetamol vin chua dugc thiét lap.
Co ché tac dung c6 thé lién quan dén hoat dong trung wong va ngoai bién.

Téc dung giam dau cia codein va chét chuyén héa c6 hoat tinh ctia né qua trung gian bing
cach gén vao céc thu thé mu () opioid trung uong va ngoai bién. Codein co ai lyc yéu vdi thu
thé p-opioid va bing khoang mot phdn mudi so véi hidu luc giam dau cua morphin. Trong khi
thuong cho rang tdc dung giam dau cua codein 1a do morphin chat chuyén héa c6 hoat tinh
clia nd, c6 bing ching cho thiy tic dung giam dau qua trung gian codein-6-glucuronid va c6
thé boi chét chuyén héa khic ctia codein.

Téc dung tri ho cta codein dugc cho 1a tac dung trén trung tam.

DUQC PONG HQC

Paracetamol va codein c¢6 sy hip thu twong tu va do d6 dugc dong hoc cua hai thanh phan nay
khong thay dbi khi phdi hop.

Paracetamol

Hap thu

Hap thu ctia paracetamol khi udng s& nhanh va hoan toan. Nong do dinh trong huyét twong dat
30-60 phut sau khi udng.

Phdn bo

Paracetamol phan bd nhanh vao moi md cua co thé. Nong do trong méu, nudc bot va huyét ‘
twong 1a tvong duong. Gan yéu vao protein huyét tuong. // g
Chuyén héa /

Paracetamol chuyén héa chi yéu & gan. Hai con dudng chuyén héa chinh 1a lién hop
glucuronid va lién hop sulfat. Lién hop sulfat nhanh chong bédo hoa khi dung liéu cao hon
khoang tri li¢u. Duong chuyén hoa tht yéu, xuic tic bdi cytochrom Paso, din dén viéc tao
thanh chét trung glan c6 doc tinh (N-acetyl-benzoquinon-imin), trong diéu kién sir dung thong
thuong, chét trung gian nay s& dugc giai doc bing khir glutathion va dao thai qua nudc tiéu
sau khi lién hop véi cystem va acid mercaptopuric. Tuy nhién, khi ngd doc véi liéu cao
paracetamol, luong chét chuyén hoéa c6 doc tinh nay s& ting lén.
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Dao thai

Pao thai chi yéu qua nudc tiéu. 90% liéu udng s& thai qua than trong vong 24 gid, chi yéu
dudi dang lién hop glucuronid (60-80%) va lién hop sulfat (20-30%). Dudi 5% s€ thai dudi
dang khong ddi.

Thoi gian ban thai khoang 2 gio.

Nhitng thay doi sinh Iy bénh hoc

Suy than: khi suy thdn ndang (dd thanh thai creatinin dudi 10 mL/phtt), sy dao thai cua
paracetamol va ctia cac chit chuyén héa s& cham lai.

Ngudi cao tudi: Kha ning lién hop khong thay dbi.

Codein

Hdp thu

Sau khi‘uéng, codein hdp thu nhanh va sinh kha dung twong d6i so véi khi tiém bép 1a 40-
70%. Nong d6 dinh trong huyét tuong dat sau 60 phit va sau d6 giam dan va thoi gian ban
thai 1a 2-4 gid. Codein dugc chuyén hoa thanh codein-6-glucuronid, morphin va norcodein.

Phdn bo

Lién két protein huyét twong cia codein va cac chat chuyén héa ciia né twong (g ndm trong
khoang 50-20%. Thé tich phan bd khoang 3-6 L/kg. C6 bing ching vé sy tich liy cia
morphin va chat chuyén héa cia né vdi liéu 13p lai cta codein. Céc chat chuyén hoéa cé hoat
tinh ctia codein dugc bai tiét vao sita me (Xem Phu nir mang thai va cho con b).

Chuyén héa

Codein dugc chuyén héa thanh codein-6-glucuronid, chat chuyén héa chinh ctia né, bing cach
glucuronid héa bdi isoenzym UGT2B7 gan, thanh norcodein bing cdch N-demethyl héa boi
isoenzym CYP3A4 gan, va thanh morphin bing cach O- demethyl héa boi isoenzym CYP2D6
gan. Polymorphism CYP2D6 anh hudng c6 y nghia lam sang dén su chuyén hoa ctia codein
(Xem Canh bdo va thén trong san phdm cu thé, Lién quan v6i Codein, Ngudi mang gen
chuyén héa codein siéu nhanh va Nguoi mang gen chuyén héa codein kém, va Phu nir mang
thai va cho con bu). Chit chuyén héa phu gdbm normorphin, morphin-6-glucuronid, va
morphin-3-glucuronid.

Dao thai

Codein va céc chét chuyén hoa ciia n6 dugc dao thai hau het qua than (85-90%), chu yeu dudi
dang céc lién hop glucuromid; sy dao thai coi nhu hoan tht sau 48 gio. Ty 16 % ciia lidu dung
(dang tu do + san phim lién hop) gip & nude tiéu nhu sau: Khoang 10% dudi dang morphin;
10% norcodein; 50-70% codein. Khoang 25-30% codein udng vao s& két hop véi protein

huyét twong.

o
Cic nhém bénh nhin dic biét /@é
Suy thin e

Trong truong hop suy than nang (do thanh thai creatinin 10-30 mL/phtt), viéc dao thai cua
paracetamol 1a hoi cham. Déi véi céc lién hgp glucuronid va sulfat, ty 1& dao thai ¢ nhiing
ngudi co suy than nang chdm hon so vdéi ngum khoe manh. Suy thin lam giam dao thai
codein, c6 thé din dén tich tu cac chét chuyén hoa cé dc tinh. Do d6, & nhung bénh nhan suy
than ning (dd thanh thai creatinin < 30 mL/phut), khuyén c4o khoang céch tdi thiéu giita cac
lan dung EFFERALGAN CODEINE ting 1én dén 8 gid va phai xem xét viéc giam liu (Xem
Liéu dung va cich dung, Suy than).

Suy gan
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Paracetamol dd dugc nghién clru ¢ nhitng bénh nhan suy gan. Trong mot nghién ctru, cho
dung paracetamol 4 g/ngdy trong 5 ngay & sau dbi tuong c6 bénh gan man tinh 6n dinh. Nong
do paracetamol trong huyét twong duge xac dinh vao khoang gitra 1 g liéu thir ba va tha tu
mdi ngay dao dong tir 4,5-26,7 ug/mL, thap hon nhiéu so v6i mirc kha ning gdy doc. ba dugc
quan st thiy khong cé su tich liily dang ké paracetamol va khong c6 thay ddi trén 14m sang
hodc xét nghiém cua bénh nhan. Thoi gian bén huy trung binh 1a 3,4 gid. Sau nghién ctru pilot
nay, 20 ddi tuong c6 bénh gan man tinh én dinh dugc chon ngﬁu nhién vao mdt nghién ctru
chéo hai giai doan. Bénh nhan dugc dung hodc 4 g paracetamol mdt ngay hoac gia dugc trong
13 ngay va sau d6 dugc chuyén qua diéu trj thay thé. Mot bénh nhan da c6 biéu hién ting Ién
trong cac thir nghiém chiic ning gan (LFTs), nhung sau khi phuc hdi tir giai d6, bénh nhan da
khong thé hién bét thudng trong hai thir thach tiép theo. Céc tac gia két lun ring su ting 1én
cia LFTs khong lién quan dén thudc va khong c6 chéng chi dinh trong viéc sir dung
paracetamol & liéu diéu tri & nhitng bénh nhan c6 bénh gan man tinh 6n dinh.i

Mot sb thir nghiém 14m sang cho thdy chuyén héa paracetamol giam vira phai ¢ nhitng bénh
nhan bi suy gan min tinh, bao gdm ca xo gan do ruou, thé hién boi ndng do paracetamol
trong huyét tuong ting va thoi gian ban thai dai hon. Trong cc bdo céo, ting thdi gian ban
thai paracetamol huyét tuong c6 lién quan dén kha ning tng hop ciia gan bi suy giam. Do d6,
paracetamol can dugc sir dung than trong & bénh nhan suy gan va chdng chi dinh khi ¢ bénh
gan b hoat dong, dic biét 13 viém gan do rugu, do cam ung CYP2EI, din dn ting hinh
thanh céc chat chuyén héa gy doc cho gan ciia paracetamol. Opioid, bao gdm codein, chii
yéu dugc chuyén hoéa bdi cac enzym CYP450 gan, do d6 suy gan c6 thé din dén tich tu cac
chét chuyén hoa cé doc tinh. EFFERALGAN CODEINE chéng chi dinh trong cac trudng hop
suy gan ning hoic bénh gan mét b

(Xem Liéu ding va cach dung, Suy gan; Chong chi dinh va Canh bdo va thin trong khi
st dung).

CYP2D6 da hinh

Bénh nhin mang gen chuyén héa thuéc qua CYP2D6 siéu nhanh c6 hoat tinh CYP2D6 cao c6
thé tao ra ndng do huyét thanh doc ciia morphin, ngay ca & liéu thap codein. Bénh nhan mang
gen chuyén héa thudc qua CYP2D6 kém giam kha ning tao thanh morphin tir codein va c6
thé c6 tac dung giam dau giam.

(Xem Canh bao va than trong dic biét d6i v6i nhom thube, Lién quan vé6i codein, Ngudi
mang gen chuyén héa codein siéu nhanh va Ngudi mang gen chuyén héa codein kém, va Phu
nir mang thai va cho con bu).

Nguwoi cao tudi
Bénh nhén cao tudi ¢ thé biéu hién nhay cam hon dbi véi thude giam dau opioid, nén dung

lidu khéi dau thap hon (Xem Liéu ding va cich dung, Ngudi cao tudi).

Tré em va thiéu nién /é/&

Tré so sinh, tré nhil nhi va tré em

Céc thong sd dugc dong hoc cua paracetamol quan sat thdy & tré nhii nhi va tré em ciing
tuong tu nhu & ngudi 16n, ngoai trir thoi gian bén thai trong huyét tuong, hoi ngin hon
(khoang 2 gid) so voi ¢ ngudi lon. O tré so sinh, thoi gian ban thai huyét twong dai hon & tré
nhil nhi (khoang 3,5 gid).

Tré so sinh, tré nhil nhi va tré¢ em dudi 10 tudi bai tiét ra it hon dang ké lién hop glucuronid va
sulfat so v01 nguoi 16n. Tong sb bai tiét ctia paracetamol va céc chét chuyén hoéa ciia n6 1a nhu
nhau & tit ca céc ltra tudi. (Xem Liéu dung va cach ding).

QUA LIEU
CAn b4o ngay cho bac si trong trudong hop dung qua lieu
Triéu chirng qua liéu paracetamol
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C6 nguy co qué liéu, dic biét & bénh nhén bi bénh gan, trong trudng hop nghién ruou man
tinh, & bénh nhén suy dinh dudng man tinh va ¢ bénh nhén dang ding thudc gdy cam (g
enzym. Dung thudc quéa lidu c6 thé gdy tir vong, dic biét la trong nhitng trudng hop nay.
(Xem Canh bio va than trong khi sitr dung, Canh bdo va than trong dic biét vé san phim,
Lién quan v&i paracetamol va Twong tac véi cic thude khic va cic dang twong tic khic).
Céc triéu ching thudong xudt hién trong vong 24 gid ddu bao gdbm budn ndn, nén, chan in,
xanh xao, khé chiu va toat md hoi.

Qua lidu dudng udng cip tinh 7,5 g paracetamol hozc nhiéu hon & nguoi 16n, hodc 140 mg/kg
thé trong & tré em gay ra viém gan tiéu té bao, c6 kha ning gy hoai tir hoan toan va khong
hdi phuc, dan dén suy gan, nhiém toan chuyén héa va bénh ndo, c6 thé dua dén hon mé va tu
vong.

Dong thoi, ting nong do transaminase gan (AST, ALT), lactat dehydrogenase va bilirubin da
dugc quan sat thdy cung voi giam nong do prothrombin c6 thé xuét hién sau khi uong thude
12-48 gio. Céc tri€u chung lam sang vé tén thuong gan thuong rd rét luc ban diu sau 1-2
ngay va dat dén tdi da sau 3-4 ngay.

Cic bién phap cép ctru

e Cho nhép vién ngay lﬁp tuec.

e Trudc khi bit dau diéu tri, ldy mot dng méau dé dinh lugng paracetamol trong huyét twong
cang sém cang tot nhung khong som hon 4 gid sau khi uong paracetamol.

e Loai bo nhanh luorng thuoc ubng vao bang cach rua da day.

e Diéu tri qua lidu bao gdbm st dung thudc giai doc la N-acetylcystein (NAC) bang dudng
tiém tinh mach hozic dudng udng, néu c6 thé duoc, trong vong 8 gidr sau khi uéng. NAC ¢
thé dem lai mot murc d6 bao vé ngay ca sau 16 gio.

e Didu tri triéu chung.

e Phai tién hanh xét nghiém vé gan luc bit dau diéu tri va lip lai m01 24 gio. Trong hau hét
céc trudong hop, transaminase gan trd lai binh thuong trong 1-2 tuln véi su hdi phuc ddy di
chirc ning gan. Tuy nhién trong trudng hop rat ning, c6 thé can thiét phai ghép gan.

Triéu chirng qua lidu codein

Diu hiéu va tri¢u chirng

Liéu OplOld t6i da phu thudc vao su thay dbi cua timg c4 nhan. Suy ho hap trong pham vi tir
giam nhip tho dén ngung tho, an than qua mirc trong pham vi tr sitng s& dén hon mé va co
ddng tir 1a nhitng triéu ching chinh cia qua liéu codein hodc céc opioid khéc. Céc triéu ching
khéc lién quan dén tac dung trén hé than kinh trung uong bao gom nhirc dAu, non, bi tiéu,
giam 4m rudt, nhip tim cham va ha huyét ap ciing c6 thé xay ra.

Cic bién phap cap ciru / /(/

e Dung mdt thudc dbi khang opioid qua ducmg tiém, pho bién nhat 1 naloxon.

e Naloxon c6 thdi gian ban hily trong huyét tuong ngén so véi cac chit chuyén héa cia
codein c6 hoat tinh. Pé dat dugc sy ddo nguoc hoan toan suy ho hép do opioid, viéc tiém
naloxon thudng phai dugc ldp lai qua tiém bolus hodc truyén, tiy thudc vao muc do qua
lidu va ndng do morphm trong huyét thanh.

e Thong khi hd tro va diéu tri triéu chig khéc.

BAO QUAN
Khéng ding thuoc qud thoi han ghi trén vé hop.
Khong bao quén trén 30°C. Bao quan & noi kho réo.

QUY CACH PONG GOI
Hop gom 10 vi x 4 vién.

a'd
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HAN DUNG ,
36 thang ké tir ngay san xuat.

NHA SAN XUAT
UPSA SAS

979, avenue des Pyrénées
47520 Le Passage

Phéap

NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG HUGNG DAN SU DUNG
THUOC:

! Benson GD. Acetaminophen in chronic liver disease. Clin Pharmacol Ther. 1983;33(1):95-
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