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THAI{H PHAI{ : paracetamol : s00 mg E.p. Codein phosphat : 3
(tuong U'ng Codein base : 22,1 mg). Td duoc : vua du cho mOl
sui bot 3.25 g.

OANG BAO CHE : Vi6n nen stli bQt. Hgp g6m t0 vi x 4 vren nd
DAI{H tUC TA DUOC CO ANH HUONG : Natr. Asparram
CHI QNH olEU TRI : Chi dinh cho b€nh nhAn trCn t2 tuo (cen nan
tro len) d6 giim dau cdp tinh o mric do trunq brnh khi cec rh

oQc KY HTPONG DAN su DUilG TRUoc KHI ouNG.
DIEU l(lEl{ BAO QUAN : Kh6ng bdo qudn tren 30.C. Bdo qr
kho rdo.

dau khdc nhu
cAcx ouHe, CHONG cHi

vA cAc rH

paracetamol c0

trongiloNG MU0N Ore nt knAc': xin ooc
d5n sri'dung.
oE xA TAil TAy rRE EIrr.

500 mg
CODEIN 30 mg

PARACETAMOL

COMPOSflON : Paracetamol : 500 mg E.P Codeine phosphate I 30 mg E,P

{as Coddne base :22.1 mq). Exoprent s.q for an efieryescrnttablet of3.25 g.

PHARMACEUTICAL F0RM : Etfervescent tablet. Box of 10 blrsters

x 4 effervescent lablets.

LIST OF EXCIPIENTS HAVING A WELL.XNOWN EFFECT :

Sodium, Aspartame. Sorbitol.

THERAPEUTIC INDICAnONS : lndicated in patients older fran 12 years 0{

age (weiqhing 33 kg or more) forthe reliefofacute moderate pain that can not

mg E.P,

vren nen

504 mg
C0DEINE 30 mg

o nol

PARACETAMOL

n sii bqt.
Sorbilol.

p$ 33 ig
lr6c grdm

hi0u. qu6.

r(Hot{G
o huong

UiIDESIRABLE EFFECIS AND OTHER INFORIIiATIoN : Please se
the enclosed leaflet.

KEEP OUT OF REACH OF CHILDREN,

READ THE PACKAGE INSERT CAREFULLY BEFORE USE
STORAGE CONomoN : Do nol store above 30'C. Slore in a dry dace.

be relieved by other analgesics such as paracetamol or ibuprofen

ADl{II{ISTRATION, COIiIRA.INDICATIOI{, PRECAUTION,

Llst l- Presoiptlon
drug only
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-pr./ t6c(qZ - g5/Xg.(4 )
EFFERATGAN@ CODEINE
Paracetamol-Codein
Vi6n n6n srii bgt

Dgc kf hurlnrg dfin sfr dgng trudc khi dtng. N6u cAn th6m th6ng
o6 ttruSc xa tAm tay tr6 em.
Th6ng b6o ngay cho b6c si ho[c duqc si nhiing tdc dgng kh6ng mong
sfr dgng thu5c.
Thu5c niy chi dtrng theo tlcrn cria brlc si.

THANH PHAN
Paracetamol 500 mg
Codein phosphat 30 mg (tuong fng codein base 22,1 mg)
T6 dugc: natri hydrocarbonat, natri carbonat khan, acid citric khan, sorbitol, natri docusat,
natri benzoat, povidon, aspartam, vibuoi tg nhi6n vira dt cho m6t vi6n ndn srii bot 3,25 g.

CHi DINH
EFFERALGAN CODEINE tlu<y. c chi dinh cho b6nh nh6n tr6n 12 tu6i (cdn n{ng tir 33 kg tro
len) d6 gi6m dau cAp tfnh d mric d6 trung binh khi cic thu6c gi6m dau kh6c nhu paracetamol
hay ibuprofen (rlon dQc) kh6ng c6 hiQu qud.

LIEU DT]NG VA CACH DI.TNG
Li6u dtng
Kh6ng khuydn c6o su dung ldu dei EFFERALGAN CODEINE mi kh6ng xem x6t cAn th6n vO

nguy co so v6i loi ich.
D6 tr6nh nguy co qu6 li6u, phdi ki6m tra dii chic chin ld c6c thu6c dtrng d6ng thdi kh6ng
chfta paracetamol ho{c codein (bao g6m cA thuiic b6n theo tlon vd thu6c kh6ng b6n theo tlon)
(xem Cinh b6o vdr thin trgng khi sft drlng, CAnh b6o va than trong tllc biQt vd sin phdm).

Codein cAn duo. c su dgng d li6u th6p nh6t c6 hiQu qu6 trong thdi gian ngin nhAt. LiAu ndy c6

th6 dtng dtin t6i da 4 lAn mQt ngiy v6i khoAng c6ch giira c6c lAn dtng thur5c kh6ng dudi 6 gio.

Li6u dirng t6i da hdng ngiy cria codein kh6ng du-o. c vugt qu6240 mg.
Khoing thoi gian di6u tri gi6m tlau n6n gi6i han du6i 3 ngdy vd trong trudng hqp khdng d4t

dugc hi6u qui giAm dau, bQnh nhdn/ngudi ch[m s6c bQnh nhdn n€n ddn gip b6c si t[6 tu vdn.

o TRt ru, irnu PARACETAMOL PHAI DUqc xAc oINn rHEo cAN NANG
cu.q. rnt.
Vi6n ndn srii bot n6n duo. c hda tan trong nu6c. Kh6ng nut5t ho{c nhai.
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* EQ tu6i x6p xi so vdi cdn n{ng chi tlugc dirng d6 huong d6n. Sri dgng tu6i dlra tr6n du&ng
cong tlng truong ti6u chuAn cta dia phuong.
(Xem th6m Suy thdn vd Suy gan).

Suy thfn
Suy thdn ldm ting nguy co tich lfry paracetamol vd codein. O nhirng b6nh nhin suy thin trung
binh vd n[ng, khodng c6ch t6i tnieu gita c6c lAn dirng thuiSc n6n du-o. c di6u chinh theo lich
trinh sau tl6y:

Khoflng cdch giiia cric lAn dtrng
thu5c

DQ thanh thii creatinin (CI)

Cl l0 - > 50 ml/phtt
Cl< l0 ml/phtt

(Xem thdm Du-o. c dQng hgc, C6c nh6m b6nh nhdn d4c biQt, Suy thfln).

Suy gan
Suy gan ldm tlng nguy co tich l0y paracetamol vd codein. O nhtng b6nh nh6n bi bQnh gan

man tfnh ho{c bgnh gan hoat d6ng cdn btr, d{c biet la nhirng ngudi suy gan, nghiOn rugu mAn
t(nh, suy dinh du0ng m1n tinh (dg trii glutathion d gan th6p) vd m6t nu6c, lidu paracetamol
kh6ng <lugc vugt qu6 3 g/ngdy vd cAn xem x6t gi6m li6u codein.
(Xem th6m Duqc tlQng hgc, C6c nh6m bQnh nh6n tl4c biQt, Suy gan).

T16 em vi thi6u ni6n
Paracetamol
6 tre em, lidu khuytin c6o cta paracetamol le l0 mdkg d6n 15 mg/kg m5i +-O gid, l6n tlrin
t6ng li€u t6i da hang ngdy ld 60-75 mglkg. Khodng c6ch ttii thi6u gita c6c lAn dirng thu5c ld 4
gid.

gid
gid
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Codein
Trd em cfrn nrtng tu 33 kg trfl1n (tb 12-18 n6l
Lidu codein khuytln c6o cho tr6 em cdn n{ng tu 33 kg tro l6n (12-18 tu6i) lA m0! (l) vi6n n6n

srii bgt EFFERA1GAN CODEINE m5i 6 gid. Trong trudng hqp cAn thitit, c6 thii tnng-l€n di5n

li6u tOi rla cria codein ld24O mg/ngdy. iieu nay tlu-o.c dga tr6n trgng lugng co thiS (0,5-l
mg/kg) (Xem Li€u dirng, Vi6n ndn srii bqt).
Trd em cin nrtnq dwln 3! kg (dttoi 12 tudi)
KhOng dtng tiru6c Oe Aieu tii giam dau do nguy co ng6 tlQc opioid boi c6c thay d6i kh6ng th6

dg do?n tru6c trong qu6 trinh chuy,5n h6a 
"od.in 

thdnh morphin. (Xem.Ch6ng chi ttinh vd

Chnh b{o vi thfn i.[og khi sft dUng, Cinh b6o vd thdn trgng dflc biet v€ sdn phAm). / n .,/w/ :t-/Ngutri cao tu6i ' --.2'-
B6nh nhdn cao tu$i c6 th6 bi€u hiQn ting nhay cim v6i thu6c giim tlau opioid. N6n dtng.mQt

fii!, rurJi dAu th5p hon so vdi liAu tho&rg dtrng <r ngudi l6n d6i vdi bQnh nhdn cao tu6i vi
rliAu chinh lieu dUa tr6n s1r dung n4p vd nhu cAu cria tung bQnh nhdn. (Xem Cinh b6o vi
thfn trgng khi sfr dBr-rg, St dUng d nguoi cao tu0i vd Du-oc tlQng hqc, C6c nh6m bQnh nh6n

dflc biQt, Nguoi cao tu6il.

Cich dtng vi.tludng dtng
Dirng dudng u6ng.
Hda vi6n thu6c vdo nudc tru6c khi dilng.

I\



CHONG CHI DINH
Ch6ng chi clinh dtng EFFERALGAN CODEINE trong c6c trudng hqp sau:
o Qu6 m6n v6i paracetamol ho[c propacetamol hydroclorid (tiAn chAt cria paracetamol),

codein ho[c vdi Ulit ty t6 du-o. c ndo cria thu6c (Xem Cf,nh bdo vi thfln trgng khi sfr
drlng, Cinh b6o vi th$n trgng ilSc biQt v€ s6n phAm, Li6n quan v6i paracetamol vd Tfc
dgng khdng mong mu5n, Kinh nghi€m h4u mdi, Li6n quan v6i paracetamol).

. Suy gan n[ng ho4c bQnh gan hoat dQng mAt bir (Xem Duqc tlQng hqc, C6c nh6m b6nh
nhdn d[c bi6t, Suy gan).

. Suy hO h6p, U6t tC mt?c dQ (Xem Cinh b6o vi thfln trgng khi sfr dUng, Cdnh b6o vd
thdn trong dac biet v6 nh6m thu5c, Li6n quan vdi opioid, T6c dung tr6n hd h6p vd Cinh
b6o vi thfln trgng khi sfr dgng, Sri dung d tr6 em).

o T16 em du6i 12 tuOi, do nguy co ng6 d6c opioid boi c6c thay tl6i kh6ng thd dU dodn tru6c
trong qu6 trinh chuy€n h6a codein thinh morphin (Xem Cinh b6o vA th$n trgng khi sfr
dqng, Cinh b6o vd thdn trong df,c biQt vO sin phAm, Li6n quan v6i codein, Ngudi mang
gen chuy6n h6a codein si6u nhanh).

. T6t cit c6c b6nh nhdn trd em du6i 50 kg (tr6 em tu 0 dtin 18 tu6i) vira thgc hiQn thti thu{t
cit amidan valho{c nao V.A Oe AiCu tii hQi ch0ng ngung thd kili ngt li€n quan d6n tic
nghEn tluong tho do c6c b6nh nhAn ndy c6 nguy co cao xiry ra c6c phdn ring c6 hai nghidm
trgng vd de doa tfnh mang (Xem Cf,nh b6o vi thfln trgng khi sfr dgng, Cinh b6o vd thAn
trong dlc bi6t vC sin phAm, Li6n quan vdi codein, Sti dung sau phSu thuflt cho tr6 em).

. PhU n[ cho con bt (Xem Phg nfr mang thai vi cho con bri, Php nir cho con bri, Li€n
quan vdi codein).

. Nhimg b6nh nhdn mang gen chuy6n h6a thu5c qua CYP2D6 si6u nhanh (Xem Cinh b6o
vd th$n trgng khi sfr dqng, CAnh b6o vd th6n trong df,c biQt vd sin phAm, Li6n quan vdi
codein, Ngudi mang gen chuy6n h6a codein si6u nhanh).

cANn nAo v.t rHaN TRQNG KHr SuDUNG
Cinh b6o
Thu5c ndy chr?a paracetamol. HAy g4p b6c sT ngay lflp tt?c khi dtng qu6 liAu hoflc ng6u nhi€n

,.L
dung lleu qua cao.

nay chfio paracetamol
phiit hqp cdc

va codein. khdc cfing ch*a nhicng thdnh
Bgn thuiic nay vol nhau cle kh6ng duqc vuot qud '.;lrcu tiii da

cao va ctich

ZI)

,.
N

Chi tlugc phdp dirng thu5c ndy cho trd em khi c6 chi tlinh ctia b6c-si. Kh6ng dugc di6u trf lqi
cho trd "-, rnl truOi dO kh6ng xin lai j ki6n b6c si. Ph6i dtrng thutic niy kdm theo d6i tr6 em,

ntiu bpn cdm th5y tr6 em bu6n ngri qu6mrlc thi b4n h6lg dugc cho tr6 liAu kh6c.

Dtrng thutic ndy ldu ddi c6 the gay-phq thu6c vdo thutic. Kh6ng du-o. c dtng thu6c trong thdi
gian ddi md kh6ng xin chi d6n cta b6c si. ,/t7",
ft Ong duqc dirng qu6 1i6u quy ttinh vd b6o c6o ngay vlibSc sT khi c6 dtng qu6 liAu. / yL
Kh6ng ilu-o. c dtng trong thdi gian dii md kh6ng c6 y ki6n cria chuydn m6n, d{c biQt khi cff
rt5i loan k6o ddi qu6 5 ngdy vd/trong hi6n tuong bit ddu c6 triQu chimg kh6c khi ti6p tgc ding
thu6c.
Thu6c niy chtla sorbitol n6n kh6ng du<r. c dirng cho bQnh nhdn kh6ng dung n4p fructose (ld

bQnh chuyiSn h6a c6 t(nh di truydn).

Thfn trgng khi sfr dgng
cANn sib vi rHAN rRQNG EAc BIEr vE Nnou rHUOc
EFFERALGAN CODEINE chfa codein ld thu5c gi6m ilau opioid.



Li6n quan vni opioid
(Xem th6m Cinh b6o vd thfln trgng d5c biet v6 sdn phAm, Li6n quan v6i codein)

Tric dqrng fiAn hQ thAn kinh trung wong
T6c dung cria opioid tr6n h6 thAn kinh trung uong (CNS) c6 th6 gdy ra suy h6 h6p nghi€m
trgng, c6 khi ndng gAy tri vong.
T6c dung ric chti he thAn kinh trung uong cria opioid, bao gtim Oc chti h6 h5p vd an thAn, phii
dugc xem xdt trong trulng hqp dd bi6t ho{c nghi ngo bQnh lf nQi so nhu ch6n thuong dAu
hodc t6n thuong n6i so kh6c. C6c t6c dgng ndy tr6n hQ thAn kinh trung uong cfing c6 th6 ldm
phric tpp cho vi6c d6nh gi6 vC thAn kinh.
Ndn thdn trong khi sri dqng opioid o bQnh nh6n bi dQng kinh do kh6 nlng ldm gi6m ngu6ng
co giflt.
Su dung thu6c giim tlau bao g6m ci opioid trong thdi gian ddi ldm t[ng nguy co nhric dAu do
lam dung thudc.
Di6u tri bing opioid, ilpc biQt khi su dung trong thoi gian ddi, c6 th6 gdy t[ng c6m gi6c clau o
m6t s6 ngudi.
Sri dqng d6ng thdi rugu vd codein c6 th6 ldm tlng ric ch6 he thAn kinh trung uong. Kh6ng
khuy6n c6o u6ng ruou trong khi t1i6u tri bing EFFERALGAN CODEINE (Xem th6m C6nh
b6o vd th6n trong dac biQt vd sAn phAm, Li€n quan v6i paracetamol).

Tric dqtng tr1n hb hdp
Ch6ng chi dinh dtng EFFERALGAN CODEINE trong c6c tinh trang hO h6p il6c trtmg boi
suy h6 h6p o b6t kj,mfc rlQ ndo.

Opioid gdy suy hO h6p th6ng qua t6c dgng tc ctrti ne thAn kinh trung ucyng. Nguy co suy h6
h6p c6 th6 tlng l6n do st dung thuOc tl6ng thoi (Xem Tucrng tric vriri cric thudc kh6c vi cric
dqng tucrng tric khr{c) vd c6c yiiu t6 dugc di truyi;n. (Xem Cdnh b6o vd thdn trong d5c bi6t vC

sdn phAm, Li6n quan v6i codein, Ngudi mang gen chuytln h6a codein si6u nhanh vd Phg nii
mang thai vir cho con bf, Phu nt mang thai, Li€n quan vdi codein).
NOn thAn trgng khi s& dgng EIFERALGAN CODEINE 0 bQnh nhin bi hen. C6c opioid, clSc

biet h morphin vd cdc dAn xudt, c6 th6 g0y ph6ng thich histamin.
Hoat tinh tri ho ctia opioid c6 thd b6t tqi trong c6c tinh tr4ng h6 h6p md ho c6 <lnm ld c6 loi.

Tric dyng bAn fidu hda
T6o b6n, c6 th6 kh6ng lai di6u tri bing thu5c nhu4n trudng, ld mQt t6c dgng phg cta viQc tli6u
tri bing opioid vd cAn phii theo ddi chtic n[ng ru6t.
^).Bu6n ndn vd n6n cUng h t6c dgng phu cria viQc di6u tri bing opioid. d mQt. si5 nguoi, q7 l9

bu6n ndn vd n6n c6 th6 gi6m vdi vi6c sti dung ho{c ph6t sinh sg dung nap thu6c (quen thu6c).

Sri dpng opioid c6 th6 clie 16p c6c triQu cht?ng cria tinh tr4ng bpng c6p tfnh.

MQt s6 opioid, bao g6m cA morphin, du-o. c cho ld ldm tdng 6p lgc co vdng Oddi, cho thdy cdn

thfln trgng khi sri dqng trong c6c trudng hqp bQnh duong d6n m4t nhu vi6m tqy va s6i mAt

mdc dir t6c dgng rO rdng chua duo. c x6c tlinh.

Ttic dqrng fiAn da
Ngria iairQt t6c dung php cta viQc tli6u tri bing opioid. / 

"t't 
t'

1ty
Tdc duns trdn hormon'-'- ---.---o -- -;- : . i,,
Opioid co tfr6 ldm gi6m n6ng dQ hormon vd cAn dugc su dgng thdn trQng o bQnh nh6n bi r6i

loan hormon.
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Tric dqlng tAn mi6n dlch
MQt s6 opioid, bao g6m cA morphin, c6 thiS c6 tdc dung tc ch6 chric nlng mi6n dich. Y nghla
l6m sdng ctlatdc dpng ndy chua du-o. c x6c tlinh.

Tdc dqtng trdn hQ c0 xuong
Cimg co vd giflt rung co c6 th6 xdy ra v6i liQu ph6p opioid.

Tttc dqng fiAn hQ niQu-sinh dqc
Opioid 

"Z 
tfr6 gay Ui'tieu do ldm giam truong lyc co tron trong bdng quang, gi6m nhdn bii5t vA

- -xsy clng ildy bdng quang vd tic ch6 phAn xa ti6u tiQn. Do d6, n6n thfn trong khi sri dgng opioid
6 nhting bdnh nhdn bi hep ni6u ttao ho4c phi d4i tuytin ti6n liQt.

Tric dqng trdn tim mgch vd mqch mdu ndo
Nhfng bQnh nhdn bi gi6m luu luong m6u ho[c giim huy6t 6p sri dung opioid cAn du<y. c theo
d6i vd cdc tdc dung huytit dQng hgc c6 th6 xtry ru.

Dung ngp thudc (quen thudc)
HiQu qui gi6m dau gi6m hoflc su dung nap thu5c c6 th€ xiy ra khi sri dgng opioid trong thdi
gian ddi. Dung nap ch6o gifra c6c opioid kh6ng hodn todn vd su dung nap c6 th6 xuAt hiQn d
cdc mftc dQ kh6c nhau d5i v6i c6c opioid kh6c nhau.

Li6n quan vri{ codein
Sti dgng codein trong thdi gian ddi c6 th6 d6n ddn 16 thuQc ve tne chAt vd tdm ly. Vi vfly,
kh6ng khuytin c6o su dgng EFFERALGAN CODEINE trong thdi gian dii. N6n thQn trgng
khi su dgng EFFERALGAN CODEINE o nhirng b6nh nhdn hi6n dang ho{c d5 ttmg lQ thuQc
opioid vi n6n xem x6t cdc li6u ph6p gi6m tlau thay thti.

cANTT BAo vA THAN TRoNG DAC BIET VE SAN PHAM
Kh6ng khuy6n c6o sti dpng EFFERALGAN bOOpnlp trong thdi gian ddi md kh6ng xem x6t
cAn thfln vC nguy co so v6i loi ich. (Xem Lidu dtrng vir crlch dtng).

Li6n quan vrfi paracetamol
pe trann nguy co qu6 liAu, phAi ki6m tra dif chic chin c6c thu5c kh6c tlugc sri dgng kh6ng
chta paracetamol (bao gdm ci thuiSc b6n theo dcrn vd thuiSc kh6ng b6n theo don) (Xem th6m

Tucrng tic vtricdc thudc khric vir cfc d4ng tucrng tic khr[c).
Su dpng c6c li€u paracetamol cao hon li6u khuytin c6o ilua d6n nguy co t6n thuong gan rdt
nghiOm trong. C6c triQu chrlng l6m sdng cria t6n thuong gan thudng. duoc th6y dAu ti€n sau I
d6n2 ngdyiau khi dirng qui ti6u paricetamol. C6c triQu chimg t6n thuong gan n[ng nh6t

thuong dug" quu, s6t th6y iau 3-4 ngay. Phai di6u tri bing thu6c gi6i dQc cdng sdm cdng t5t.
(Xem Qud li6u, Qu6lidu paracetamol).
B6c si cAn phii cinh b6o bgnh nh0n vir c6c d6u hiQu cria phin ring da nghiCm trgng nhu hQi

chring Stevens-Johnson (SJS), hoai tri bi6u bi nhi6m iIQc (TEN) ho4c hQi chimg Lyell vit rr.,
,go4ibu, msn mri todn thdn cAp tinh (AGEP). /t(/0
CAn thfln trgng khi st dung paracetamol trong c6c trudng hqp: 1_--. Suy gan nhe d6n trung binh

Ctr6ng chi <linh dtng.EFFERALGAN CODEINE trong trudng hqp suy gan nflng hodc

bpnh gan hopt tl6ng mdt bt.
. Suy th6ntrung binh vd nflng (dQ thanh thai creatinin < 50 mllphtt).

(Xim Li6u dtng vir c6ch dtng, Suy thQn vd Duqc tlQng hgc, C6c nh6m bQnh nhdn tl6c

bi6t, Suy thfln).
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. Thi6u hut Glucose-6-Phosphat Dehydrogenase (G6PD) (c6 th6 d6n d6n thiriu m6u tan
huyiSt).

o Nghiqn rugu man tinh, u6ng rugu qu6 mfc (3 hoic nhi6u ly rugu m5i ngdy).
o ChSn 6n, dn v6 rlQ ho4c suy mdn, suy dinh dudng mpn tfnh (dq trf glutathion o gan th6p).
. M6t nudc, gi6m luu luong m6u.

Li0n quan vni codein
D6 tr6nh nguy co qu6 li6u hodc c6c t6c dgng php nghiCm trong, ph6i ki€m trq d6 chic chin
cdc thu6c kh6c duo. c sri dgng kh6ng chfa opioid holc c6c thu6c khSc ric ch6 hQ thAn kinh
trung uong (bao gdm cA thu6c b6n theo dcrn vi thu6c kh6ng b6n theo don). (Xem Tuong tfc
vcri c6c thu6c khic vi cfc d4ng tuong trlc khfc).
(Xem th6m Cdnh b6o vi th6n trong d6c biet vA s6n phAm vd Phg nil mang thai vir cho con
bri, Phu nt cho con bf, Li€n quan v6i codein).
Do nguy co hd hAp, chi su dgng c6c thutic chria codein dC gi6m tlau c6p tinh o mr?c d6 trung
binh cho tre tr€n 12 tudi khi c6c thu6c gi6m tlau kh6c nhu paracetamol vd ibuprofen kh6ng c6
hiQu qu6.

Codein chi n6n cluoc sri dung o li6u th6p nhAt ma c6 hi€u qud vi trong thdi gian ngin nh6t.

Ngrdi mang gen chuyAn hda codein si1u nhanh (chq16n hda qua CYP2D6)
Codein duoc chuy6y h6a.thdnh morph.in (chdt chuy6n h6a c6 ho4t tinh) qua enzym gan

CYP2D6 t4i gan. N6u thi6u hqt m6t ph6n hodc todn bO enzym niy, b€nh nhdn sE kh6ng tl4t
dugc hiQu qu6 tli6u tri pht hqp. tJ6c tfnh c6 ddn 7% d6n s5 da tring c6 th6 thi6u hut enzym
ndy. Tuy nhi6n, n6u b€nh nhdn mang gen chuytin h6a m4nh ho{c si6u nhanh, sE tlng nguy co
xdy ra c6c phin img c6 hpi do ngQ dQc opioid ngay ctr o lidu kC rlcrn thudng dirng. Nhirng
bQnh nhdn ndy c6 khi ndng chuytAn h6a codein thdnh morphin nhanh hon, d6n diin n6ng ttQ

morphin trong huy6t thanh cao hon so v6i dq kitin.
C6c triQu ch(mg thudng g[p cfia ngQ dQc opioid bao g6m rt5i lopn 1f thric, bu6n ngri, thd n6ng,
co dting tft, bu6n n6n, n6n, t6o b6n vi ch6n 6n. Trong c6c trudng hgp nghi€m trgng, c6 th6
xu6t hi6n c6c tri6u chtlng ctia suy gi6m tuAn hodn vd h6 h6p, c6 th6 tle doa tinh m4ng vd r6t
hi6m khi gdy tti vong.
Tj/ lQ u6c tfnh ngudi mang gen chuytin h6a thu5c qua CYP2D6 si€u nhanh trong c6c chting

kh6c nhau t6m tit du6i

i

)
di

Ngroi mang gen chuydn hda codein kdm,

Nhtrng ngudi mang gen chuy6n h6a thudc qua

morphin ttr codein vd do 116 kh6ng th6 hiQn t6c

nhung c6 th6 gilp c6ct6c dung Phu.

Sft dqrng sau phdu thuQt cho trd em

D5 c6 cdc b6o c6o trong cdc y vdn dugc c6ng b5 rang viQc su dung codein duo. c dirng sau

pnfi, tnuat cho tre "- iiru thUc hiQntht.thuat c6t amidun valhoic.nlo V.A ai5 OiCu trl hQi

thring ngung thd khi ngri li6n quan <l6n tic ngh6n dudng tho c6 tlrC gay ra cdc phAn rlng c6

friifriA," gaf nnung de?ga tinhmang, thflm chi tri vonglxem Ch6ng chi il!nh). t6t ca Ugnn

CYP2D6 k6m c6 khd n[ng giim t4o thdnh

dung gi6m dau ttr viQc tri IiQu bing codein

Ti rc,Chrine tOc

Neudi Chdu Phi/ Ethiopia 29%
Ngudi M! g6c Phi 3A% den A,SN

l,2o/o d6n2YoNgudi ChAu A
3,6Yo dln 6,5%oNgudi da tr[ng
6,\yoNgudi Hy Lap
l,gyoNgudi Hungary
l% ddn}%Nguoi Bdc Au



nh6n nhi ndy dAu sri dr,rng codein trong mfc li6u quy clinh, tuy nhi6n, tl6 c6 bing chfng cho
thdy nhftng tr6 ndy mang gen chuy€n h6a codein sang morphin m4nh ho[c si6u nhanh.

Li6n quan vni EFFERALGAN CODEINE
Thu6c chria aspartam, mQt ngu6n phenylalanin, c6 th6 giy dQc cho b6nh nhdn biphenylceton
ni6u.
Do thu6c chtla sorbitol n6n bQnh nh6n c6 b€nh di truydn hitim gAp vC khOng dung nap frutose
kh6ng ndn dirng thu6c ndy.
Thu6c chfa khotn g 16,5 mmol hodc mEq (ho4c 380 mg) natri. CAn xem x6t th6ng tin ndy khi
su dgng thulSc cho b6nh nhdn phii ki€m so6t luong ti6u thu natri.
(Xem th6m Danh muc cdc td dugc trong thu6c ph6i htit srtc luu j dC tr6nh nguy co o mQt s6

bQnh nhdn).

srlDtrNG o rnf, rvr
B$nh nhdn trd em cAn duoc theo d6i chat chc vA c6c d6u hiQu ti6n tri6n cua sy fc ch6 hQ thAn
kinh trung uong li6n quan vdi codein nhu budn ngri qud mric vd gi6m nhip tho. Sg kh6c biQt
ve dugc di truy6n trong su chuyi5n h6a codein c6 th6 ldm tlng nguy co v6 c6c t6c dgng phu
ho[c ldm gi6m d6p ring di6u tri o m6t s5 bgnh nhan.
(Xem Cinh b6o vd th6n trong dac biQt vA sin phAm, Li6n quan v6i codein, Ngudi mang gen
chuy6n h6a codein si6u nhanh vd Cinh b6o vd th6n trong tlac biQt v€ sin phAm, Li6n quan v6i
codein, Ngudi mang gen chuy6n h6a codein kdm; Qu6 li6u, Qu5 liAu codein vd Ducr. c tlQng
hgc, C6c nh6m b€nh nhdn d6c bi6t, T16 em vi thitiu ni6n).

TRE EM SIIY GIAM CI{TIC NANG TT6 UAP
Codein kh6ng ttuo. c khuyiin c6o srl dqng o nhftng tr6 em c6 suy gi6m chftc nlng h6 h6p, bao
gOm rOi loan thin kinh co, bQnh lj ndng vA tim hodc hO h6p, nhi6m trtng dudng hO h6p tr6n
vd ph6i, tla ch6n thucrng hay vtra tr6i qua phSu thuflt lcm. C6c ytiu t5 ndy c6 the hm trAm trong
hcrn c6c tri6u chimg ctia ngQ tlQc morphin.

sT DUNG O NGTIOI CAo TU6I
BQnh nh6n cao tu6i c6 th6 c6 tlng nguy co g{p cdct6c dung phu li6n quan vdi opioid nhu suy
hO h6p vd t6o b6n. Khuy6n c6o dtng mQt 1i6u khoi tlAu th6p hon so v6i li6u thuong dilng o
ngudi l6n d6i vdi bQnh nhdn cao tu6i (xem Li6u dtng vi crlch dtng, Li6u dtng vd Li6u
dtrng vi crich ding, Ngudi cao tudi). BOnh nhdn cao tudi c6 khi nf,ng su dpng nhiAu thuiic
AOng ttrOi n6n c6 ttrE hm t5ng nguy co tuong t6c thuiSc (xem Tucrng t6c vcri cic thudc khfc
vir cdc d4ng tucrng tic kh{c).

./,/,' ,
PHU NLr MANG rHAr vA cHO coN BU / ((/a
PHU NCT MAIYG THAI -..''
Kh6ng khuytin c6o sti dgng EFFERALGAN CODEINE trong khi mang thai md kh6ng xem

xdt cAn th{n c6c nguy co, lgi fch vi tri li6u thay thti.

LiAn quan vdri parocetomol
Kinh nghiQm lim sdng vt: viQc su dpng paracetamol trong khi mang thai cdn h4n chii. Dfr liQu

dich t6-hqc tir viQc ru-dqrg iieu OiCu iri cria paracetamol dutrng uting cho th6y kh6ng co tdc

dung kh6ng mong mu6n tr6n phu nf mang thai ho[c.tr6n stlc khoe cta thai hay tre so sinh.

C6c"nghi6n-cr?u v'6 sinh sin v61 paracetarnol drr*g ui5ng kh6ng cho thAy UAt t<y t6c dpng gdy

di tQt ho4c gAy dQc AOi vOi ptrOi.

Lidn quan vdi codein
Chua cO c6c nghi@n criu vO sinh s6n .tlAy dri vd duo. c ki6m so6t v6. vi6c srl dgng codein trong

khi mang thai. Trong khi khdng c6 bing chtlng 16 rdng vC Aitat bAm sinh d ngudi do viQc srl

dgng codein trong khi mang thai, kh6ng th6 lo4i f.ir tU li6n quan. HQi chrlng ngtrng.thu6c o

tr6 so sinh, il{c trung boi cZc triQu chfng cai ch6 phAm c6 tlu6c phiQn bao g6m b6n chiin,



kh6c qu6 mftc, run, tlng truong lgc, nhip thd nhanh, s5t, n6n vd ti6u chiy, c6 li6n quan vdi
viQc srl dgng codein o ngudi me trong ba th6ng cutii cria thai k!. St dqng codein d ngudi me
trong b6t k! giai doan nio cria thai k! d6u c6 th6 li6n quan v6i sinh m6 l6y thai theo kti ho4ch
vd sudqng trong ba,th6ng cutii cta thai k! c6 thd li6n quan vdi ting nguy co sinh m6 l6y thai
cdp ctiu vd xudt huy6t hdu sAn.

t'tEu a4x pHiT HrEN co nHAI TRING THzI GUN DwG rHUOc tdy, uiy nio
cio vu nic si, ri cni a,qc si uot co gwEN euyEr DINH BAN pH,,il TrEp rUC
HO{C NG(NG D(\NG THU1C NAY.

PHU NIT CHO CON BT
Thudc ndy qua du-o. c s0a me n6n phii ch6ng chi tlinh trong thdi kj,cho con bti.
LiAn quon voi paracetamol
Sau khi dtng dudng u5ng, paracetamol ttugc bdi ti6t vdo siia mg v6i si5 lugng nho. Di c6 b6o
c6o vO n6i ban o tr6 bri me.

Lidn quan voi codein
O 1i6u tli6u tri th6ng thudng, codein vd ch6t chuyiin h6a c6 hoat tinh c6 th6 c6 mlt trong sffa
m9 o liAu rit ttr6p vd duong nhu kh6ng gdy 6nh hucrng U6t tqi t16n trd bf m9. Tuy nhi6n, n6u
b6nh nhdn ld ngudi mang gen chuytin h6a thutic qua CYP2D6 cgc nhanh, morphin (ch6t
chuyi5n h6a c6 hoat tinh cta codein) c6 thd c6 trong sta me v6i n6ng ilQ c6o hon vd trong
nhirng trudng hqp r6t hi6m gdp, c6 th6 d6n dtin c6c triQu chr?ng ngQ dQc opioid d trd so sinh,
c6 th6 gdy ttr vong. Cin phdi b6o cho ngudi m9 bitit vd nhirng nguy co vd d6u hiQu ngQ tIQc

opioid vd phii theo d6i chet ch€ ci tr6 so sinh vd ngudi me.
NOr CH(\NG TRONG KHr MANG THAr HOfiC CHO CON BU LU1N LUON pHAr nd f
ruEI'I a,ic Si Ho4C DUQC Si CUA B4N TRUIC KHI DUNG MOT LoAI THU6C.

DANH MUC CAC TA DUOC TRONG THU6C PHAI I{ET STIC LUU {'DE TRAI\H
NGUY Cd 6 MQT SO BENH rrrnAN
- Natri hydrocarbonat, natri carbonat khan, natri docusat, natri benzoat.
- Natri: m6i viCn chr?a 380 mg natri.
- Aspartam (E951) (ngu6n phenylalin).
- Sorbitol.

AmT TnIONG Lf,N XUA NANG LAI XE VA VAN HANH VTAV M6C
Oo dirng thu6cndy c6 nguy co buiin ngri, n6n cAn ilA phong, dic biQt khi l6i xe hoflc vfln hinh
miiy m6c, do thu5c. c6 chtta codein. flign tucrng ndy gi6m dAn sau khi dirng thuiSc.nhiAu lAn,

cO ine c6 ich ntlu bit diu u6ng vdo bu6i t6i. HiCn tuQng c6 hpi ndy sE tlng l6n khi u6ng ruou.

TTIONG rAc votI CAC THUoC KHAC vA cAc DANG TTIONG rAc rHAc ,tn "

Anh hu0ng cfra cdc thu6c khic d6n EFF''ERALGAN CODEINE /t (L/,
LiOn quanTfui paracetamol /-'-
phenytotn duqi dtng d6ng thdi c6 th6.d6n dtin gi6m higu quA ctia paracetamol vd tan9 

1gr1y
co nhi6m dQc gan. ngnh r,nan dang di6u tri bing phenytoin n6n tr6nh dirng paracetamol li6u

cao va,/hof;c lau dai. CAn theo d6i bQnh nhin vA bing chrlng nhi6m.ilQc gan.

probenecid ldm gi6m dQ thanh thii ctia paracetamol gAn trai lAn bing c6ch r?c chii sg li6n hqp

v6i acid glucuronic. NCn *.rn x6t gi6m li6u paraietamol khi du-o. c dirng d6ng thdi vdi

probenecid.
Salicylamid c6 th6 k6o ddi thdi gian b6n th6i (t%) cila paracetamol.

Ad; ;O c:dm *ng enzym: CAn'tn6n trgng kiri puru""tu-ol duo. c sri dung <l6ng thdi vdi c6c

cnat iai c6m tuf enzym. Nhtng ch6t niy bao gdm, nhung kh6ng. gidi h4n, c6c barbiturat,

isoniazid, carbamazepin, rifampin-vi ethantl (xem Que li6u, Qu6li6u paracetamol)'
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Li€n quan voi codein
Cdc opioid khdc: Sir dung d6ng thdi codein v6i c6c thuric chrla opioid khfc nhu thu6c d6ng
van opioid (alfentanil, dextromoramid, dextropropoxyphen, dihyrdocodein, fentanyl,
hydromorphon, morphin, oxycodon, pethidin, phenoperidin, remifentanil, sufentanil, tramadol,
methadon) vi thu6c rtc chti ho gi6ng morphin (dextromethorphan, noscapin, pholcodin,
codein, ethylmorphin).c6 th6 t[ng cudng t6c dgng tic ch6 h6 thAn kinh trung uong, bao g6m
cA an th6n vd suy h6 hdp, ldm tdng nguy co qu6 li6u gdy tt vong.
Sri dqng v6i thudc ddng vQn/thu6c dOi kh6ng opioid vd thu6c d6ng v6n opioid mQt phAn
(buprenorphin, butorphanol, nalbuphin, nalorphin, pentazocin) c6 th6 d6n d6n t6c dpng giAm
dau gi6m vd c5c tri6u chimg cai opioid.
Cdc thuiic khdc fic cnii ne thdn,kinh,trung.uong, nhu barbiturat, thu6c ch6ng lo.6u vd thudc
ch6ng trAm cim, bao g6m thu5c ch6ng trAm cdm ba vdng (TCA), thu6c ric chti t6i h6p thu
serotonin chon loc (SSRD, thur5c rlc ch6 monoamin oxidase (IMAO), benzodiazepin vd thu5c
ngri c6 th6 tlng cudng t6c dgng ric ch6 thAn kinh trung uong cria codein.
Cdc thuiic khdc cd thA gdy bu6n ngil, nhu c6c d6n xu6t morphin (thu6c giim dau, thu6c t?c

chti ho vd c6c di6u tri thay thi5), thuSc an thAn, barbiturat, benzodiazepin, thu6c ch6ng lo 6u
kh6c ngoii benzodiazepin (meprobamat), thur5c ngti, thuSc ch6ng trim cim gdy bu6n ngt
(amitriptylin, doxepin, mianserin, mirtazapin, trimipramin; thuOc kh6ng histamin Hr gdy budn
ngri, thu6c di6u trf tdng huytit 5p tdc dpng trung ucrng, baclofen vd thalidomid c6 thd c6 tdc
dyng g6y bu6n ngti cQng th€m v6i codein.
Cdc thuiic khdc duqc chuydn hda bdi CYP2D6 hodc *c cnA CypZO6 nhu thutic ric ctrti tai n6p
thu serotonin chon lgc (SSRI) (paroxetin, fluoxetin, bupropion vd sertralin), thu5c an thAn
(clorpromazin, haloperidol, levomepromazin, thioridazin) vd thu6c ch6ng trAm cim ba vdng
(TCA) (imipramin, clomipramin, amitriptylin, nortriptylin), celecoxib, quinidin,
dexamethason vd rifampin c6 the lam gi6mtSc dpng gi6m dau cta codein.
Thuiic khdng cholinergic dirng ddng thdi vdi opioid, bao g6m codein, c6 th6 ldm tlng su ric
ch6 chftc ndng ru6t vd ldm tf,ng nguy co ngirng tr6 ru6t.
Ruqu duoc dirng d6ng thoi v6i thutic gi6m tlau opioid ldm ting t6c dung an thAn.

Naltrexon,ld thu6c d6i kh6ng opioid, ngln chln t6c dgng giim tlau c0a codein.

Anh hu&ng cfra EFFERALGAN CODEINE tl6n cdc thu6c khdc
EFFERALGAN CODEINE c6 th6 lam tdng khi nlng bf cic tdc dgng kh6ng mong mui5n khi
dtng v6i c6c thuiSc kh6c.
Thu6c chiing ddng: Sft dgng d6ng thdi paracetamol v6i coumarin bao g6m warfarin c6 th6

ddn dtin sy thay dOi ntrg ve tri sO INR (ty si5 chuAn h6a qutic tii). Trong trudng hqp ndy, n6n

ti6n hdnh theo ddi cictri sO fUR trong thdi gian st dqng d6ng thdi cfing nhu mQt tuAn sau khi
ngirng tli6u tri bing paracetamol.

TAC DI]NG KHONG MONG MU6N
NH:J r,{r Ct{, CAC LIAI THUOC, nHUOC N)Y CO rHE CO udr sO r,{c oryc ir - "'iirei 

xao ciii o norio nCUdi lb
Kinh nghilm hQu mdi / ''
Oo cac-ptrin ring phq du6i dAy ttu-o. c b6o c6o tg nguyCn ttr mQt nh6.m dag sti c6 quy m6 kh6ng

x6c ctinh, kh$ng pfrai tuOn lubn c6 th6 u6c tfnh rl6ng tin cdy vC tAn su6t. CAc phin tmg phg

dugc irinh .bdy iheo nh6m hQ co quan, tAn su6t vd thu{t ngft uu ti6n theo MedDRA, sri dgng

c6c nh6m tdn su6t sau tldy: r5t ttru&ng gap (> 1/10), thudng gip (> 1/100, < l/10), hitim gip (>
1/1.000, < 1/100), hirim gap (> 1/10.000, < l/1.000), r6t hi6m gap (< l/10.000) vd kh6ng 16

ff.iOrg rfr6 uO. ti"f, ft c6c-dti liQu hiQn c6). Bing ndy clugc"biOn-sopn theo c6c khuytin nghi

",iu 
Nt O* nghiOn criu CIOMS III vd V vnHucrng d6n cria Uy ban Chdu Au ve T6- tht dilc

tinh sdn phAm.
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LiGn quan vdti paracetamol
PhAn ring qu5 mdn v6i paracetamol c6 thti tlu<y. c bi6u hiQn bing n6i mdy tlay, ban tlo vd ban
(kh6ng x6c dinh). C6c trudng hqp phin ftng qu6 m6n nhu s6c phin vQ vd phtr m4ch d5 du-o. c
b6o c6o vdiparacetamol (Xem Ch5ng chi tlinh).
C6c phin ring phu sau tl6y tti tlugc b6o c6o tt kinh nghiCm h4u mii v6i paracetamol.

Li6n quan vfi EFFERALGAN CODEINE
C6c phAn ring phu sau ddy d6 duo. c b6o c6o tt kinh nghiOm hAu m6i v6i EFFERALGAN
CODEINE.

NHOM TRI LIE,U
Giim <lau ngoai bi6n
Giim ilau opioid.
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Nh6m h0 co quan TAn su6t Thuit nsil theo MedDRA
RiSi toan mdu vd h€ bqch
huyel

Kh6ng 16 Giim ti6u cAu, gi6m bach cAu, gi6m bach cAu

trung t(nh
R6i loan ti€u h6a Kh6ng 16 Ti6u chiy, tlau bpng
R6i loqn gan mQt Kh6ng 16 Tlng enzym gan

Riii loan h€ mi€n dich Kh6ng 16 S6c phdn vQ, phD m4ch, qu6 m6n
Xdt nghiQm Kh6ng 16 Giam fj's6 chu6n h6a qu6c t6, tdng ty s6 chuAn

ii
noa quoc te

R6t loqn da vd m6 du6i da Kh6ng 16 N6i mdy day, ban d6, ban, ngoai ban mun mt
todn th6n cdp tinh, hoai tu bi6u bi nhi6m d6c,
hQi chrmg Stevens-Johnson

Riii loan mach Kh6ng 16 Ha huytit 6p (nhu mOt triOu chimg cria phin vQ)

Nh6m h0 ccr quan TAn suAt Thu0t nsii theo MedDRA
Rtit loqn mdu vd hA bach huyiit Kh6ng rO Giim ti6u cAu

Rtji loan tai vd mA dgo Kh6ng rO Ch6ng m5t
Dau bung, t6o b6n, ti6u chdy,
.l
buon non, vrem uy, non

Riii toqn fiAu hda Khdng 16

Kh6ng 16 Suy nhu-o. c, kh6 chiu, phirRtit loan todn thdn vd tinh trqng tai ch6
dilns thudc

Kh6ng rd Dau bung do tludng mdt, vi6m ganRiSi loqn gan mQt
Khdng 16 PhAn img phin vQ, qu6 mAnR6i loan h€ midn dich
Kh6ng rO TIng alanin aminotransferase,

ting aspartat aminotransferase,
t[ng phosphatase ki6m trong m6u,
tlng amylase trong m6u, t[ng
gamma-glutamyltransferase, tdng

tj'si5 chuAn h6a qu6c t6

Xdt nghiQm

Kh6ng rd Ti6u co vdnloqn co vd md li1n
rung co, dic6m,
run

Ch6ng m{t, giflt
budn ngri, ng6t,

Kh6ng 16niii loqn he kinh

Kh6ng 16 lam dung
ao

Tr4ng thei lf
thuQc

-Rdi"q" ta* thdi

Khdng rd
Kh6ng rd Kh6 thd, suy h6va
Kh6ng 16 Phi mach, ban do, ngfta, ban,i loqn davd md dudi da

Kh6ng 16-nat uq";A

Suv thin. bf ti6unai bqn thdn vd tiilt niau
hdpRiji toqn hd hiip, nguc

mdy tlay
huvilt 6p



DUOC LUC HOC
- Thu6c giAm dau ngoai bi6n.
- Thu5c giim dau nh6m opioid.
- MaATC: N02BE5I.

N: hQ thAn kinh trung uong.
o Paracemol: gi6m rlau-h4 s5t.
. Codein phosphat: thu6c gi6m ilau nh6m opioid.
eh6i hqp paracetamol v6i codein phosphat sE cho hiQu lqc gi6m dau manh hon so v6i khi
dtng tirng thutic ri6ng rE, tlc dung kdo ddi hon.
Paracetamol ld thu5c giim clau h4 s6t vdi t6c ilQng kh6ng vi6m ytiu. Kh6ng gi6ng nhu c6c
NSAIDs truyAn th6ng, o li6u diAu trl paracetamol kh6ng ric ch6 chric n[ng ti6u cAu.

Codein ld mQt thu6c gi6m dau opioid c6 tbc dung giAm ho. Codein vd morphin ch6t chuy6n
h6a c6 hopt tinh cria n6 ld d5n chAt phenanthren cria opioid.
Codein li mQt thu6c gi6m dau trung uong c6 tdc dung ytiu. Codein co tdc dpng th6ng qua c6c
thq th6 p opioid, m[c dtr vdy codein c6 6i luc th6p dOi v6i c6c thq thC niy vd t6c dgng giim
dau cria thu5c c6 iluo. c ld do codein du-o. c chuy6n h6a thdnh morphin. Codein, clSc bi6t khi
ptrOi trqp vdi c6c thu6c gi6m dau kh6c nhu paracetamol, d6 clugc chring minh ld c6 hi6u qud
trong giAm dau do c6m thu thAn kinh c6p tfnh.

Co ch6 tfc dgng
Co chti chinh x6c cin tdc dung giim dau vd ha s5t cta paracetamol v6n chua du-o. c thi6t hp.
Co ch6 t6c dr,rng c6 thd li€n quan cltin ho4t dQng trung uong vd ngoai bi6n.
T6c dung gi6m clau cria codein vd ch6t chuytin h6a c6 ho4t tinh cta n6 qua trung gian bdng
cdch giln vdo c6c thp th6 mu (p) opioid trung ucrng vi ngopi bi6n. Codein co 6i lqc ytiu v6i thu
th6 p-opioid vd bing khoing mQt phAn mudi so v6i hiQu luc giim dau ctia morphin. Trong khi
thunng cho ring t6c dgng gi6m tlau cria codein ld do morphin chAt chuyiSn h6a c6 ho4t tfnh
cta n6, c6 bing chftng cho th6y t6c dung gi6m clau qua trung gian codein-6-glucuronid vd c6

the bdi ch6t chuy6n h6a kh5c cria codein.
T6c dung tri ho cria codein du-o. c cho ld t6c dung tr6n trung tdm.

DI.IqC DQNG HQC
Paracetamol vd codein c6 su h6p thu tuong tu vd do d6 dugc tl6ng hgc c0a hai thdnh phAn ndy

kh6ng thay cl6i khiph6i hqp.

Paracetamol
Htip thu
U6p ttru c0a paracetamol khi udng sE nhanh vd hodn todn. NOng dQ ttinh trong huytit tuong d4t

30-60 phtit sau khi ur5ng.

Phdn bd
Paracetamol ph6n bi5 nhanh vdo mgi md cria co th6. N6ng dQ trong m6u, nudc bgt vd huytit,,
tuong ld tuong <lucrng. Gfn ytiu vdo protein huy6t tuong /(l/,

//
Chuydn hda
Paracetamol chuyi5n h6a chti y6u o gan. Hai con tludng chuyi5n h6a chinh ld li6n hqp

glucuronid vd li€n hgp sulfat. Li6n hqp sulfat nhanh ch6ng bdo hod khi ding li€u cao hon

fnoarg tri li6u. Dudng chuyiin h6a thri y6u, xric t6c bdi rytochrom P+so, ddn ct6n viQc t4o

tnann InAi trung gian cO iIQc tinh (N-acetyl-benzoquinon-imin), trong di6u kiQn su dung th6ng

thudng, ctr6t trung gian ndy sE ilugc gini dQc bing khu glutathion vd ddo thii qua nudc ti6u

,uu tt i lien hqp vdi cystein vd acid mercaptopriric. Tuy nhi6n, khi ngQ tlQc v6i li6u cao

paracetamol, lugng chAt chuyi5n h6a c6 ilQc tinh ndy sE tdng l6n.
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Ddo thdi
Ddo thii chri y6u qua nu6c ti€u.90% li6u u6ng sE thii qua thfln trong vdng 24 gid, chti ytiu
du6i dang li6n hqp glucuronid (60-80%) vd li6n hqp sulfat (20-30%). DuOi 5% sE thii du6i
dang kh6ng tl6i.
Thdi gian b6n thii khoing 2 gitt.

Nhirng thay ddi sinh lj,blnh hpc
Suy th4n: khi suy th{n nflng (tlQ thanh thti creatinin du6i l0 mllphft), sq dio thAi cta
paracetamol vd cria cic chdtchuyiin h6a sE chdm.lai.
Ngudi cao tu6i: KhA n[ng li€n hqp kh6ng thay d6i.

Codein
Hiip thu
Sau khi udng, codein h6p thu nhanh vd sinh khA dgng tuong dtii so v6i khi ti6m bip la 40-
70%. N6ng dQ ilinh trong huytit tuong d4t sau 60 phtit vd sau cl6 gi6m d6n vd thdi gian bin
thai la 2-4 gitr. Codein dugc chuyiln h6a thdnh codein-6-glucuronid, morphin vd norcodein.

Phdn bii
Li€n ktit protein huytit tuong cria codein vd c6c chAt chuy6n h6a cria n6 tuong ftng nim trong
khoing 50-20%. th6.tich phdn b6 khoing 3-6 Llkg. C6 bing chring vC sg tfch lfiy cria
morphin vd chAt chuy6n h6a cria n6 v6i li6u lflp lai cria codein. Cfuc chdt chuyCn h6a c6 hoat
tinh cria codein clugc bdi tii5t vdo sffa me (Xem Phg nil mang thai v]r cho con bri).

Chuydn h6a
Codein ilugc chuy6n h6a thdnh codein-6-glucuronid, chAt chuy6n h6a chfnh cta n6, blng c6ch
glucuronid h6a boi isoenzym UGT2B7 gan, thdnh norcodein bing c6ch N-demethyl h6a boi
isoenzym CYP3A4 gan, vd thdnh morphin bing c6ch O-demethyl h6a bdi isoenzym CYP2D6
gan. Polymorphism CYP2D6 inh huong c6 f nghia ldm sdng dtin sg chuyi5n h6a cta codein
(Xem Cdnh b6o vd thfln trgng sAn phdm cg th6, Li€n quan v6i Codein, Ngudi mang gen

chuyiSn h6a codein si6u nhanh vd Nguoi mang gen chuy,5n h6a codein k6m, vd Phg nii mang
thai vi cho con br[). Ch6t chuy,5n h6a phu gdm normorphin, morphin-6-glucuronid, vd

morphin-3 -glucuronid.

Ddo thai
Codein vd c6c ch6t chuy6n h6a cta n6 duo. c cldo th6i hAu htit qua thdn (85-90%), cht ytiu du6i
dpng c6c li6n hqp glucuromid; su tldo thii coi nhu hodn t6t sau 48 gio. Ty le'% cria lidu dtng
(dang t.u do * sin phdm li6n hqp) gap d nu6c ti6u nhu sau: Khoing l0% du6i d4ng morphin;

i0%;-norcodein;50-70Yo codein. klioang 25-30% codein u6ng vdo sE ktit hgp v6i protein

huy6t tucrng.

Cfc nh6m b6nh nhfln tl{c biQt /W
suythQn ' ' //"'
Trong truong hgp suy thfln n{ng (dQ thanh th6i creatinin 10-30 ml/phft), vi6c <ldo thii c0a

pu.u"iturnol ld hoi chdm. OOi vOi c6c 1i6n hgp glucuronid vd sulfat, $ lQ dno thai d nhirng

ngudi c6 suy thdn ndng chAm hon so vdi ngudi kh6e m4nh. Suy th6n ldm gi6m clio th6i

.Jd.in, c6 thri dfin dtin tich ty c6c ch6t chuytin h6a c6 dQc tfnh. Do d6, o nhtng bQnh nhdn suy

thdn n6ng (116 thanh th6i creatinin < 30 ml-/phri!), khuyi5n c6o khoing c6ch t6i thi6u gita c6c

ia, aJpg-BTTERALGAN CoDEINE teng 16n dtin 8 gid vd phdi xem xdt vi6c gi6m liAu (Xem

Lidu dtng vir cdch dtrng, SuY thQn).

Suy gan
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Paracetamol ild iluoc nghi6n criu O nhirng b6nh nhdn suy gan. Trong mQt nghi6n cftu, cho
dirng paracetamol 4 glngity trong 5 ngdy o s6u tl6i tuo.ng c6 b6nh gan man tinh 6n dinh. Ndng
d6 paracetamol trong huytit tuong duoc x6c dinh vdo khoing gifra 1 g li6u thrl ba vd thf tu
m5i ngdy dao dQng ti 4,5-26,7 $glmL, th6p hcrn nhiAu so v6i mric khi ning egV dQc. Dd duoc
quan s6t th6y kh6ng c6 su tich lfiy cl6ng k6 paracetamol vd khdng c6 thay tl6i tr€n l6m sdng
hodc x6t nghiQm ctia bQnh nhdn. Thdi gian b6n hriy trung binh ld 3,4 gid. Sau nghidn criu pilot
niry, 20 il6i tuqng c6 b6nh gan man tinh 6n ctinh rlugc chgn ngSu nhi6n vdo mdt nghiCn cr?u

ch6o hai giai cloan. B6nh nhdn tlugc dtng ho4c 4 g paracetamol mQt ngiy ho[c gi6 du-o. c trong
13 ngdy vd sau d6 dugc chuy6n qua didru tri thay th6. MOt b6nh nh6n dd c6 bi6u hi6n t[ng l6n
trong c6c thu nghiCm chric nlng gan (LFTs), nhmg sau khi phqc h6i tir giai 116, bQnh nhdn d6
kh6ng thC hien b6t ttruong trong hai thu th6ch ti6p theo. Citc thc gia ktit ludn r[ng sg t[ng l6n
cta LFTs kh6ng li6n quan d6n thutSc vd kh6ng c6 chting chi ttinh trong vi€c sri dgng
paracetamol o li6u di6u tri 6 nhirng b6nh nhdn c6 b6nh gan m?n tinh 6n tlinh.i
MQt s6 thri nghiCm l6m sdng cho th6y chuy6n h6a paracetamol gi6m vira phii cr nhirng bdnh
nhdn bi suy gan min tinh, bao gtim cA xo gan do ruo-u, th6 hi6n boi n6ng tlQ paracetamol
trong huy6t tuong t[ng vd thdi gian b6n thAi ddi hcm. Trong c6c b6o c6o, tlng thdi gian b6n
thdi paracetamol huy6t tuong c6 li6n quan d6n khi ndng t6ng hgp cta gan bi suy giim. Do cl6,

paracetamol cAn ducvc sri dung thdn trong o bQnh nhdn suy gan vi chting chi dinh khi c6 bQnh

gan bt hoat d6ng, d[c biQt ld vi6m gan do rugu, do cim ftng CYP2El, ddn dtin tdng hinh
thdnh c6c chAt chuy,5n hoa gdy dQc cho gan c0a paracetamol. Opioid, bao g6m codein, chri
ytiu dugc chuytin h6a boi cdc enzym CYP450 gan, do d6 suy gan c6 th6 ddn d6n tfch tu c6c
ch6t chuyiln h6a c6 dQc tinh. EFFERALGAN CODEINE chting chi dinh trong cilc trucrng hqp
suy gan n4ng ho{c b6nh gan mAt Ur:.

(Xem Li6u dtng vi cich dtng, Suy gan; Ch5ng chi ilinh vd Cf,nh b6o vi th$n trgng khi
sfr dgng).

CYP2D6 ita hinh
B6nh nhAn mang gen chuytin h6a thu6c qua CYP2D6 si6u nhanh c6 ho4t tfnh CYP2D6 cao c6

th6 t4o ra,nting dQ huytit thanh d6c cta morphin, ngay cd o li6u th6p codein. BQnh nhdn mang

gen chuy6n h6a thu6c qua CYP2D6 kdm gi6m khi ndng tao thdnh morphin tir codein vd c6

th6 c6 t6c dgng gi6m dau giAm.
(Xem Cinh b6o vd thdn trgng d[c biQt d6i v6i nh6m thu6c, Li€n quan v6i codein, Ngudi
mang gen chuy6n h6a codein si6u nhanh vd Ngudi mang gen chuyi5n h6a codein kdm, vd Phg
nil mang thai vir cho con bf).

Ngudi cao tuili
B[nh nhdn cao tu6i c6 th6 bi6u.hiQn nh4y cim hcrn d6i vdi thu5c giAm

li€u khoi diu th6p hon (Xem Li6u dirng vi cich dtng, Ngudi cao tu6i).
tlau opioid, n6n dtng
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I
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Trd em vd thi6u niln
Tri so sinh, tr,i nhfi nhi vd tni em

C6c th6ng sO duoc cl6ng hoc cta
tuong tg nhu o ngudi l6n, ngoai
(khoing 2 gio) so vdi o ngudi l6n.

&
paracetamol quan sdt thdy o tre nhfl nhi vd trd em cfing

trir thdi gian b6n thdi trong huydt tucrng, hoi ngln hon

6 tre so sinh, thdi gian b6n thAi huy6t tuong ddi hcvn o trd

nhfi nhi (khoing 3,5 gid).

Trd so sinh, tr6 nhfl nhi ra tr6 em dudi 10 tu6i bai ti6trait hon d6ng kO li6n hqp glucuronid vd

sulfat so v6i nguoi l6n. Tdng sO Uai ti6t cria paracetamol vi c6c ch6t chuy6n h6a cta n6 ld nhu

nhau o tirt. ctr cdc hia tudi. (Xem Lidu dtng vdr crich dtrng).

QUA LM,U
Cin brlo ngay cho bic si trong trudng hqp dtng qu6 li6u

TriQu chri'ng qud li6u paracetamol



C6 nguy co qu6 litiu, tl6c biet d bQnh nhdn bi bQnh gan, trong trudng hgp nghiCn ruou man
tinh, o b6nh nhAn suy dinh dudng m4n tinh vi o bQnh nhdn dang dtng thu6c g6y cim r?ng

enzym. Ding thutic qu6 li6u c6 thd gdy tri vong, d6c biet h trong nhfrng trudng hqp niy.
(Xem Cflnh b6o vir thfln trgng khi sfr dr.rng, Cdnh b6o vd thfln trgng dflc biet vA sin phAm,

Li6n quan v6i paracetamol vd Tucrng tdc vcri crlc thu5c khrlc vi cdc d4ng tuong tfc khdc).
C6c triQu chimg thudng xu6t hiQn trong vdng 24 giit clAu bao g6m bu6n ndn, n6n, ch6n [n,
xanh xao, kh6 chfu vd to6t mO trOi.

Qu6 li6u ttuong uiing cAp tinh 7,5 g paracetamol ho[c nhiAu hon O ngudi 16n, hodc 140 mg&g
thiS trgng d trd em glty ra vi6m gan ti6u t6 bdo, c6 khd ning g6y hoai tu hodn todn vd kh6ng
h6i phgc, d6n dtin suy gan, nhi6m toan chuytin h6a vd bQnh ndo, c6 th6 dua d6n h6n mC vi tu
vong.
E6ng thdi, tdng n6ng cl6 transaminase gan (AST, ALT), lactat dehydrogenase vd bilirubin cti
duoc quan s6t th6y cing vdi gi6m n6ng dQ prothrombin c6 th€ xuSt hi6n sau khi u6ng thu6c
12-48 gio. C6c tri6u chrlng l6m sing vC tOn thuong gan thudng 16 r6t hic ban dAu sau 1-2

ngdy vd d4t di5n t6i da sau 3-4 ngdy.

Cdc biQn phdp cAp cri'u
o Cho nh$p viQn ngay lflp tt?c.

o Tru6c khi bat dAu di6u tri,l6y mdt 6ng m6u cliS clinh lucrng paracetamol trong huy6t tuong
. .1. ,

cdng s6m cdng t6t nhtmg kh6ng s6m hon 4 gid sau khi u6ng paracetamol.
. Loai b6 nhanh lugng thutic uting vdo bing cdch rua da ddy.
. Di6u trl qu6 1i6u bao g6m sri dung thu6c giAi dQc ld N-acetylcystein (NAC) bing duong

ti6m tinh mach hodc tluong u5ng, n6u c6 th6 du-o. c, trong vdng 8 gid sau khi u5ng. NAC c6
th6 ilem 14i mQt mtic dQ b6o vQ ngay ctt sau 16 gid.

o DiAu ffi triCu ch(mg.
o Phdi ti6n hdnh x6t nghidm ve gan hic bit dAu di6u tri vd lap lai m6i 24 giit. Trong hAu h6t

c6c trudng hgp, traniaminase gan tro lai binh thudng trong 1-2 tuAn v6i sg hdi phqc dAy dt
chfc nf,ng gan. Tuy nhi6n trong trudng hqp rAt nf,ng, c6 thd c6n thi6t phai gh6p gan.

lidu codeinTriQu chfng qui
Diiu hi1u vd tiAu
I-iAu opioiO t6i da

nhip thcr dtin ngung tho, an thAn qu6 mric trong pham

tti ld nhfi'ng triQu chring ch(nh cria qu6 li€u codein hodc

li6n quan ddn tirc dung tr6n he thAn kinh trung uong
6m ru6t, nhip tim chdm vd ha huy€t 6p cfing c6 th6 xay

chftng
phu thuQc vdo sq thay d6i cria tirng c6 nh6n. Suy h6 hAp trong ph4m vi tu

vi tt sffng sd d6n h6n m6 vd cogi6m
d6ng c6c opioid kh6c. C6c triQu chring

bao g6m nhr?c dAu, n6n, bi ti6u,

a

kh6c
giAm ra.

Cfc biQn ph6p c6p ctfru

Dirng m6t thu6c d6i kh6ng op ioid qua duong ti6m, phd bitin nh6t ld naloxon.

a Naloxon c6 tho'i gian b6n hriy trong huyt5t tuong ngdn so vcvi ciic ch6t chuy6n hoa c0a

codein c6 hopt tinh. D6 d4t tlugc sg 116o nguo-c hodn toin suy h6 hAp do opioid, viQc ti6m

naloxon thudng phAi tlugc lap lai qua ti6m bolus

li6u vi n6ng tlQ morphin trong huy6t thanh.

o Th6ng khi h5 trg vd di6u trltriQu chimg kh6c.

nAo euAN
Khilng dilng thu6c qud thdi hgn ghi trdn vd hQp.

Kh6ng b6o quin tr6n 30oC. 86o quAn o noi kh6 16o'

QUY CACH DONG GOI
HQp g6m 10 vi x 4 vi6n.

holc truy6n, tiry thuQc vdo mric dQ qu6
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HAN DIING
36 th6ng kO tri ngdy sin xu6t.

NHA SAN XUAT
UPSA SAS
979, avenue des Pyrdndes
47520 Le Passage

Ph6p

NGAY XEM XET SIIA O6r, C4.r Nrr,iT LAr NQr Drrr{G HTIdNG OAN StI DUNG
THU6C:
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