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Rx: Thude nay chi ding theo don thude

HUONG DAN SU DUNG

1. Tén thuoc: EFSOLPHAB

2. Céc diu hiéu luu ¥ va khuyén cdo khi ding thuoe
“ Doc ky hwci'ng dan sir dung trwce khi dimg”.

% tam tay tré em”.

O
> /t ap ngay cho bac sy hode dwge sy nhitng tdc dung khong mong muén gap phai
khistidung thuoc .
\BF‘ mﬂ , cong thirc thude
% \tﬂAN‘ I HAM LUQNG
h 1 500 mg =
Codein phosphat hemihydrat 15 mg

Ta duge: Acid citric, natri bicarbonat, duong trang, PVP K30, aspartam, poly ethylen
glycol 6000, hwong chanh vira du 1 vién.

4. Dang bao ché: Vién nén sii mau tring, canh thanh vién lanh 1an. C6 mui thom huong

chanh.
5. Chi dinh

Vién stii EFSOLPHAB dugc chi dinh & nhirng bénh nhan 16n hon 12 tudi dé diéu trj con
dau cdp tinh & mic do vira phai khi céc thube giam dau don thanh phan khic nhu

paracetamol hodc ibuprofen khong c6 hi¢u qua.

6. Cach dung, liéu dung

Diing dudng udng. Hoa tan hoan toan vién thudc trong mdt coe nude 16n.

Ngudi 16n : Lidu thong thuimg 13 2 vién/lin, 6 gio mt lin tiy theo tinh trang. Tong liéu

hang ngay khong dugc vugt qua 4g paracetamol (8 vién mot ngay).

Thoi gian diéu tri nén duogc gidi han trong 3 ngay va néu khong dat duge hiéu qua giam

dau, bénh nhan / ngudi nha nén héi y kién cua bac si.

Noudi gid : Liéu nhu dbi véi nguai 16, tuy nhién c6 thé phai giam licu.

Tré em:

Tré em tir 16 tudi tros 1én: 2 vién/lan, 6 gid mét lan tuy theo tinh trang, t6i da la 8 vién

trong bat ky khoang thoi gian 24 gio.

Tré em tir 12 dén 15 tudi:

| vién/lan, 6 gio mét lan tiy theo tinh trang, t6i da 1a 4 vién trong bt kv khoang thai gian

24 gio.
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Tré em dudi 12 tudi:

Codein khéng nén dugc sir dung & tré em dudi 12 tudi vi nguy co doc tinh opioid do bién
déi va chuyén héa khong thé doan trude cia codein thanh morphin.

Déi tuong dic biét: véi bénh nhan bi bénh gan, thin can hru y giam liéu phit hop

7. Chong chi dinh

Qué man v&i bt cir thanh phén nao cia thude.

San phém nay chong chi dinh & nhitng bénh nhén bi ting ap luc ndi so hoac chin thuong
déu, suy hd hip, hen cip tinh, nghién rugu cép tinh.

Chéng chi dinh ¢ nhing bénh nhén ding chét rc ché monoamin oxidase hodc da udng
céc thude nay trong vong hai tuan trudce do.

Chéng chi dinh & phu nir trong thoi gian cho con b va cling & nhitng bénh nhan mang
gen chuyén hoa thuée qua CYP2D6 siéu nhanh.

Chéng chi dinh & tat ca cac bénh nhi (0-18 tudi) trai qua ct amidan va / hodc cit bo sic
td cho hoi chimg ngung thd khi ngu do ting nguy co phat trién cac phan tmg bt 1gi
nghiém trong va de doa tinh mang.

San pham nay khéng duoc khuyén céo cho tré em dudi 12 tudi.

8. Canh bao va than trong khi ding thude

Paracetamol turong ddi khéng doc vai lidu diéu tri, va khi dung dudi sy hudéng dan cua
thay thude. Tuy nhién, dung qua lidu paracetamol la nguyén nhén chinh gay suy gan cap.
Dung nhiéu ché pham chira paracetamol (acetaminophen) ddng thai c6 thé dan dén hiu
qua c6 hai (nhur qua liéu paracetamol).

Phan mg da nghiém trong, c6 kha nang giy tor vong bao gdm hoi ching Stevens-
Johnson, hoai tir biéu bi nhiém doc (TBN), hoi chimg ngoai ban mun mu toan théan
(AGEP: Acute generalized exanthematous), hdi chimg Lyell tuy hiém nhung da xay ra
v6i paracetamol, thuomg khong phu thude vao tac dung cua céc thudc khac. Tuy cac
thude giam dau va ha sét khéc (nhu NSAID) ¢6 thé gy cac phan {mg twong tu, man cam
chéo véi paracetamol khong xay ra. Nguoi beénh can phai ngimg dung paracetamol va di
kham thdy thuéc ngay khi thay phat ban hodc cac biéu hién khac & da hoac cac phan tng
min cam trong khi diéu tri. Ngudi bénh c6 tién sir ¢6 cic phan tng nhu vay khong nén
dung cac ché pham chira paracetamol.

Péi khi ¢6 nhimg phan (mg da gdm ban dat sin ngira va may day; nhimg phan (mg man
cam khéac gom phu thanh quéan, phit mach, va nhitng phan mg kiéu phan vé c6 thé it khi
xdy ra. Giam tiéu cdu, giam bach cdu, va giam toan thé huyét cau di xay ra véi viée sur
dung nhimng dan chat p. ammnophcnol dac b1¢t khi ding kéo dai cac liéu lén. Giam bach
cau trung tinh va ban xudt huyét giam tiéu cau di xay ra khi dung paracetamol. Hiém gap
mat bach ciu hat & ngudi bénh dung paracetamol.
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Ngudi bi phenylceton - nidu (nghia 13, thiéu hyt gen xac dinh tinh trang cta phenylalanin
hydroxylase) va ngudi phai han ché lugng phenylalanin dwa vao co thé phai duge canh
bao la mot sd ché pham paracetamol chira aspartam, s& chuyén héa trong da day mét
thanh phenylalanin sau khi uéng.

Phai than trong khi dung paracetamol cho nguoi bi suy gan, suy thén, ngudi nghién rugu,
suy dinh dudng man tinh hodc bi mat nude. Tranh ding liéu cao, ding kéo dai va dung
theo duong tinh mach cho ngudi bi suy gan.

Phai diung paracetamol thin trong ¢ ngudi bénh co thiéu mau tir trude, vi chimg xanh tim
¢6 thé khong biéu 16 rd, mic du nong d¢ cao & mirc nguy hiém cua methemoglobin trong
mau.

Ubng nhiéu rugu c6 thé giy ting doc tinh véi gan cua paracetamol, nén tranh hodc han
ché udng rugu.

Chuyén héa CYP2D6

Codein duoc chuyén hoa boi men gan CYP2D6 thanh morphin, chét chuyén hoa c6 hoat
tinh ctia n6. Néu bénh nhan bi thiéu hut hodc thiéu hoan toan enzym néy thi s& khong co
tac dung giam dau thich hgp. Udc tinh cho thdy ¢6 t6i 7% dan s6 Da tréng ¢6 thé bi thiéu
hut enzym nay. Tuy nhién, néu bénh nhén la mjt ngudi mang gen chuyé én hoa thudc qua
CYP2D6 siéu nhanh ¢6 nguy co phat trién cdc tic dung phu cua dgc tinh opioid ngay ca o
liéu thuomg quy dinh. Nhimg bénh nhan nay chuyén déi codein thanh morphin nhanh
chéng dan dén nong do morphin huyét thanh cao hon mong doi.

Triéu chirng chung cua ngd dgc opioid bao gdm nham lan, budn ngu, tho nong, co dong
tir, budn ndn, nén, tdo bon va chan an. Trong truong hop nghiém trong, co thé bao gom
céc triu ching cia suy giam tudn hoan va hé hip, c6 thé de doa dén tinh mang va rét
hiém khi gy tir vong.

Ty 1& udc tinh nguoi mang gen chuyén héa thude qua CYP2D6 siéu nhanh trong cic
chung tdc khac nhau dugce tom tit trong bang dudi day:

| Chiing toe Ty 1§ %

Ngudi Chau Phi/ Ethiopia 29%

Ngudi My goc Phi 3,4% dén 6,5%

Ngudi Chau A 1,2 dén 2%

Ngudi da trang 3,6% dén 6.5%

Nguoi Hy Lap 6,0% B
Nguoi Hungary 1,9%

Ngudi Bic Au 1% dén 2%
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Vién nén EFSOLPHAB nén than trong & nguoi cao tudi va suy nhuge vi nhimg bénh
nhén nay c6 thé nhay cam hon véi tac dung cua opioid, nhimg nguoi bi phi dai tuyén tién
liét, roi loan viém hodc tic nghén hodc bénh Addison.

Thuéc giam dau opioid nén dugc dua ra than trong hodc giam liéu cho bénh nhén suy
than hodc gan (va tranh néu suy giam nghiém trong).

Céac mdi nguy hiém cia qua lidu 16n hon & nhitng ngudi ¢ bénh gan do rugu khong xo
gan.

Nguy co - lgi ich cua viée tiép tuc stir dung nén dugc danh gia thuong xuyén boi nguoi ké
don.

Nén tim tu vén y té ngay lap tirc trong truomg hop qué lidu, ngay ca khi bénh nhan cam
thdy khoe vi nguy co bi ton thuong gan nghiém trong. Bénh nhin nén dugc khuyén
khong ding dong thoi cac san phdm cé chira paracetamol khéc.

Sir dung sau phiu thuft & tré em

Pia ¢ béo cao trong cac y van dugce cong b6 rang viée sir dung codein duge ding sau
phiu thuat cho tré em vira thuc hi¢n tha thuét cit amidan va/hoiic nao V.A dé diéu tri hoi
chirng ngung tho khi ngu lién quan dén tic nghén dudng tho c6 thé gy ra cac phan (g
¢6 hai hiém gip nhung de doa tinh mang, thim chi tir vong. T4t ca bénh nhan nhi nay déu
sir dung codein trong murc lidu quy dinh, tuy nhién da c6 bang chimg cho thdy nhimg tré
nay mang gen chuyén héa codein sang morphin manh hogc siéu nhanh”.

Tré em bi suy gidm chirc ning ho héap

Codem khong duge khuyén cdo sir dung & nhu-ng tré em ¢6 suy giam chirc nang ho hap.
bao goém roi loan than kinh co, bénh 1y ning vé tim hodc hd hép, nhiém tmng duong ho
hép trén va phodi, da chén thuong hay vira trai qua phau thudt lon. Cac yéu t nay co thé
lam trim trong hon cic triéu chimg cta ngd dgc morphin.

9. Sir dung thude cho phy nir ¢6 thai va cho con bu

Thoi ky mang thai

San pham nay khong nén dugc sir dung trong khi mang thai.

Théi ky cho con bu

Codein khong nén dugc sir dung trong thoi gian cho con bu.

0 lidu diéu tri binh thudng, codein va chat chuyen héa c6 hoat tinh cua no c6 thé c6 mat
trong sira me <& liéu rat thap va khong anh huong xéu dén tré bi me. Tuy nhién, néu bénh
nhan la mét nguoi chuyén hoa siéu nhanh CYP2D6, nong do cao hon cua chét chuyén
hoa ¢ hoat tinh, morphin, cé thé cé trong sita me va trong nhirng truomg hop rat hiém c6
thé din dén céc triéu chimg ngd ddc opioid & tré so sinh, co thé gy tir vong.

10. Anh huong cia thuéc 1én kha niing lai xe va viin hanh may moéc
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Codein ¢6 thé 1am giam kha niing tdm than va / hodc thé chat, do d6 né c6 thé anh huong
den kha nang lai xe va van hanh may maéc.

Thudc nay ¢é thé 1am giam chirc niing nhén thirc va c6 thé anh hudng dén kha nang lai xe
an toan cua bénh nhan.

11. Twong tic, twong ky cia thuoe

Paracetamol:

Thude udng chéng dong mau: Ubng dai ngay lidu cao paracetamol lam ting nhe tic dung
chéng déng cia coumarin va dian chét indandion. Dir lidu nghién ctru con méau thuan nhau
va con nghi ngdr vé twong tic nay, nén paracetamol dugc wa dung hon salicylat khi can
giam dau nhe¢ hodéc ha s6t cho nguoi bénh dang ding coumarin hodc dan chat indandion.
Cén phai cha y dén kha nang giy ha than nhiét nghiém trong & nguoi bénh ding dong
thoi phenothiazin va li¢u phap ha nhiét (nhu paracetamol).

Ubng rugu qua nhiéu va dai ngay c6 thé lam tang nguy co gay doc cho gan cua
paracetamol. Thude chéng co gidt (26m phenytoin, barbiturat, carbamazepin) giy cam
{mg enzym ¢ microsom gan, c0 thé lam tang tinh ddc hai gan cua paracetamol do ting
chuyén hoa thude thanh nhirng chat doc hai véi gan. Ngoai ra, dung dong thoi isoniazid
vGi paracetamol cling c6 thé dan dén tang nguy co ddc tinh voi gan nhung chua xac dinh
duge co ché chinh xéc cua tuong tdc nay. Nguy co paracetamol giy dgc tinh gan gia ting
déng ké & nguoi bénh uéng lidu paracetamol 16n hon liéu khuyén dung trong khi dang
ding thubc chéng co giat hodc isoniazid. Thuomg khong can giam liéu & ngudi bénh ding
dong thoi lidu didu tri paracetamol va thude chéng co giat; tuy vay, ngudi bénh phai han
ché ty ding paracetamol khi dang diing thuée chdng co giat hodc isoniazid.

Probenecid c6 thé lam giam dao thai paracetamol va lam ting thoi gian nira doi trong
huyét twong ctia paracetamol.

Isoniazid va céac thude chdng lao lam ting dc tinh cua paracetamol déi véi gan.

Codein:

Tac dung giam dau cua codein tiang 1én Khi phoi hop voi aspirin va paracetamol, nhung
lai giam hofic mét tac dung boi quinidin.

Codein lam giam chuyén hoéa cyclosporin do (rc ché enzym cytochrom P450.

Codein thuomg tang téc dung cia céc thude chu van thude phién khac, thude mé, thude
trAn tinh, thuéc an thin va thudc ngu, thuée chéng trim cam ba véng, thudc irc ché
monoamin oxidase, rugu va cdc thude irc ché than kinh khac.

12. Tic dung khéng mong muén ciia thube:

Cac phan (mg phu dugc bio cido dudi day:

Nhom hé co quan Tan suat | Tac dung phu

Roi loan méau va hé bach Khong rd | Giam tieu cau, giam bach cau hat, giam
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huyét bach cau trung tinh, giam bach cau.

Réi loan hé thong mién dich Khongrd | Soc phan v¢, man cam bao gom phat ban
da c6 thé xay ra.

R&i loan tim than Khong rd | Hoi chimg Dysphoria,hung phan.

R6i loan hé than kinh Khéng rd | Chong mat, an than, dau dau

R&i loan tai va mé dao Khongrd | Diéc’

R6i loan ho hap, nguc Khéng rd | Co thit phé quan, kho tho

va trung that

R6i loan tiéu hoa Khong rd Buon non, ndn, tdo bon, dau bung, viém

) tyy *

Réi loan da va mé dudi da Khong rd | Ngira, noi man, ndi mé day - [
Rét hiém truong hogp phan (g da nghiém
trong di dugc béao cao.

' Piéc da duge bao cdo & nhimg bénh nhén sau khi sir dung lau dai codein - paracetamol.
2 Viém tuy do thudc lién quan dén paracetamol da duoc béo céo trong y van la mot phan
trng hiém gép chi xay ra o nhimg b¢nh nhan dung qua lidu khuyén céo. Bdo cdo tai lidu
ciing ¢ lién quan dén cic trudong hop viém tyy véi codein.

Pa co truong hgp co thit phé quan v&i paracetamol, nhung nhimng truong hgp nay ¢o
nhiéu kha niing & bénh nhan hen nhay cam vdi aspirin hodc NSAID khac.

Trong sur dung 1am sang cac san pham c6 chira paracctamol da c6 mat vai bao cao vé
chirng loan sic méu bao gbdm giam ticu cAu va mat bach cau hat nhung nhimg diéu nay
khong nhit thiét lién quan dén paracetamol.

S6c phan vé, phit mach va hoai tir thugng bi nhidm déc ciing co lién quan dén viéc su
dung paracetamol.

Viée sir dung thude giam dau kéo dai co thé lam cho bénh ti t§ hon.

Codeine c6 thé tao ra cac tac dyng opioid dién hinh bao gém tdo bon. budn non, non,
chéng mat, nham 1an, budn ngu va bi tiéu. Tén suit va mac do nghiém trong duge xac
dinh boi liéu lugng, thari gian diéu tri va do nhay cam ca nhan.

Viéc sir dung codein thudomg xuyén kéo dai dugc biét 1a dan dén nghién va quen
thue. Céc triéu chimg bon chon va khé chiu c6 thé xay ra khi ngimg dicu tri.

Thong bao cho bac si cac tic dung khong mong mudn gip phai khi sir dung thube.
13. Qua liéu va cach xir tri:

Paracetamol

Biéu hién

1 2Zil
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Nhiém doc paracetamol c6 thé do diing mot liéu doc duy nhat, hodc do uéng lap lai liéu
lém paracetamol (vi du 7,5 - 10 g mdi ngay, trong 1- 2 ngay), hodc do uéng thude dai
ngay. Hoai tir gan phy thuge licu la tac dung déc cap tinh nghiém trong nhat do qua liéu
va co the gay tr vong.

Budn nén, ndn, va dau bung thudng xay ra trong vong 2- 3 gitr sau khi uéng liéu doc cua
thudc. Methemoglobin mau, dan dén ching xanh tim da, niém mac va méng tay la mot
déu hiéu dic trung nhidm déc cdp tinh din chat p-aminophenol: mdt lugng nho
sulfhemoglobin ciing co thé dugc san sinh. Tré em c6 khuynh huéng tao methemoglobin
d& hon ngudi 1on sau khi uéng paracetamol. Khi bi ngd doc ning, ban diu ¢ thé c6 kich
thich hé thin kinh trung uong, kich dong, vd mé sang. T iép theo ¢o thé 1a (rc ché hé than
kinh trung wong: simg s&, ha than nhiét, mét la, thé nhanh, ndng: mach nhanh, yéu,
khéng déu, huyét ap thdp va suy tuan hoan. Truy mach do giam oxy huyét twong do6i va
do tac dung (rc ché trung tdm, tac dung nay chi xay ra véi lidu rat 16n. Soc b thé xay ra
néu gidn mach nhiéu. Con co gidt nghet thd giy tir vong ¢6 thé xay ra. Thuong hon mé
xdy ra trude khi chét dot ngot hodc sau vai ngay hon mé.

Dau hiéu lam sang thuong ton gan trd nén rd rét trong vong 2 dén 4 ngay sau khi udng
lidu ddc. Aminotransferase huyét tuong ting (d6i khi ting rat cao) va nong do bilirubin
trong huyét tuong cling ¢6 thé ting; thém nira, khi thuong tén gan lan rong, thoi gian
prothrombin s& kéo dai. Co thé 1000 ngudi bcnh bi ngd doc khong duoc diéu tri dic hidu
da co thucmg ton gan nghiém tn;mg, trong s6 46 10% dén 20% cudi ciing chét vi suy gan.
Suy than cép cling xdy ra ¢ mot s6 nguoi bénh. Sinh thiét gan phat hién hoai tir trung tim
tiéu thuy trir ving quanh tinh mach ctra. O nhimg trudng hop khong tir vong, thuong ton
gan phuc hdi sau nhiéu tudn hodc nhiéu théng.

Diéu tri

Chén doan som rat quan trong trong diéu tri qua liéu paracetamol. C6 nhimg phuong
phap xéc dinh nhanh nong do thude trong huyet twong. Tuy véy, khéng dugce tri hoan
diéu tri trong khi cho két qua xét nghiém néu bénh sir goi ¥ 1a qua lidu nang. Khi nhiém
doc ndng, diéu quan trong la phai diéu tri hd trg tich cye. Can rira da day trong moi
truong hop, tdt nhét trong vong 4 gio sau khi ubng. Liéu phéap giai doc chinh la ding
nhimg hop chat sulfhydryl, ¢6 I& tic djng mét phan do bd sung du trir glutathion ¢ gan.
N-acetylcystein ¢ tac dung khi uéng hodc tiém tinh mach. Phai dung thude giai doc ngay
ldp tirc, cang sém cang t6t néu chua dén 36 gio ké tir khi udng paracetamol. Diéu tri véi
N-acetylcystein c6 hi¢u qua hon khi cho thudc trong thoi gian dudi 10 gio sau khi uong
paracetamol. Khi cho udng, hoa loang dung dlch N-acetylcystein voi nude hodc do uong
khong ¢6 rugu dé dat dung dich 5% va phai udng trong vong 1 gio sau khi pha. Cho udng
N-acetylcystein vai liéu dau tién la 140 mg/kg, sau dé cho tiép 17 liéu nira, moi lidu 70
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mg/kg céch nhau 4 gié mot lan. Cham dit diéu tri néu xét nghiém paracetamol trong
huyét twong cho thiy nguy co doc hai gan thap. Ciing ¢6 thé dung N-acetylcystein theo
dudmg tinh mach: liéu ban dau la 500 mg/kg, pha trong 200 ml glucose 5%. tiém tinh
mach trong 15 phut; sau do truyén tinh mach liéu 50 mg/kg trong 500 ml glucose 5%
trong 4 gidr; tiép theo 1a 100 mg/kg trong 1 lit dung dich trong vong 16 gid tiép theo. Néu
khéng c6 dung dich glucose 5% thi ¢6 thé ding dung dich natri clorid 0,9%.

ADR cua N-acetylcystein gom ban da (gdm ca may day, khong yéu cdu phai ngimg
thuéc) budn nén, nén, ia chay, va phan (mg kiéu phan v¢.

Néu khong c¢6 N-acetylcystein, co thé dung methionin (xem chuyén lugn Methionin). Néu
da ding than hoat truée khi ding methionin thi phai hut than hoat ra khoi da day trude.
Ngodi ra cé thé ding than hoat va/hodc thude tdy mudi do ching ¢6 kha ning lam giam
hip thy paracetamol.

Codein:

Cac tac dung trong qua lidu sé dugc ting cuong bang cach uéng dong thari rugu va thude
huéng tim than.

Céc triéu chimg cta qua liéu Codein: Tridm cam hé than kinh trung wong, bao gom suy ho
hép, c6 thé phat trién n}umg khé ¢6 thé nghiém trong trir khi céac thuéc an than khac da
duoc udng ddng thoi, bao gom rugu, hodc qua lidu 1a rat 16n. Budn non va 6i mira 1a pho
bién. Ha huyét ap va nhip tim nhanh 1a c6 thé nhung kho xay ra.

Piéu tri qua liéu Codein: Diéu trj céac triéu chimg chung va céc bién phap hd trg dutmg
hé hip va theo ddi cac ddu hiéu quan trong cho dén khi 6n dinh.

Chi dinh naloxon néu hén mé hoic suy hd hap Naloxon la mot chét dbi khang canh tranh
va ¢6 thai gian ban huy ngén nén liéu 16n va lap lai co thé duge yéu cau & mot bénh nhan
bi nhiém ddc nang.

14. Dic tinh duge lye hoc

Paracetamol

Paracetamol (acetaminophen hay N - acetyl - p - aminophenol) la chat chuyén héa co
hoat tinh cta phenacetin, la thude giam dau - ha sot hiru hidu c6 thé thay thé aspirin: tuy
viy, khéc vdi aspirin, paracetamol khong ¢ hiéu qua diéu tri viém. Vi liéu ngang nhau
tinh theo gam, paracetamol ¢6 tic dung giam dau va ha sOt trong tu nhu aspirin.
Paracetamol lam giam than nhiét & ngudi bénh sot, nhung hiém khi lam giam than nhiét &
ngudi binh thudmg. Thudc tic dong lén ving dudi doi gay ha nhiét, toa nhiét tang do gidn
mach va ting luu lwgng mau ngoai bién.

Paracetamol, vai lidu diéu tri, it tic dong dén hé tim mach va hd hép. khong lam thay doi
cén bing acid - base, khong gy kich mg, xwdc hodc chay mau da day nhu khi dung
salicylat, vi paracetamol khong tac dung trén cyclooxygenase toan than, chi tac dong dén
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cyclooxygenase/prostaglandin cua hé than kinh trung wong. Paracetamol khéng c6 tac
dung trén tiéu cau hodc thoi gian chay mau.

Khi diing qua liéu paracetamol mt chit chuyén héa 1a N - acetyl - benzoquinonimin gay
doc ning cho gan.Liéu binh thudng, paracetamol dung nap t6t, khong c6 nhiéu tac dung
phu cia aspirin. Tuy vdy. qua liéu cap tinh (trén 10 g) lam thuong ton gan giy chét
ngudi, va nhimg vu ngd ddc va ty van bang paracetamol da tang 1én mét cach dang lo
ngai trong nhirng nim gan diy. Ngoai ra, nhiéu nguoi trong d6 c6 ca thay thude. dudng
nhu khéng biét tac dung chdng viém kém cia paracetamol.

Codein

Codein 12 mot thube giam dau trung wong cé tac dung yéu. Codein ¢ tac dung thong qua
cic thu thé p opioid, mic di viy codein c6 4i luc thip déi véi cac thy thé nay va tac dung
giam dau cua thude ¢6 duge 1a do codein duge chuyén hoa thanh morphin. Codein, dic
biét khi phdi hop véi cac thude giam dau khac nhu paracetamol, da duge chimg minh la
¢6 hiéu qua trong giam dau do cam thy than kinh cép tinh.

Codein 1a methylmorphin, nhém methyl thay thé vi tri cua hydro & nhom hydroxyl lién
két véi nhan thom trong phén tir morphin, do vdy codein ¢cé tic dung duge ly tuong ty
morphin, tirc 1a ¢6 tac dung giam dau va giam ho. Tuy nhién codein duge hap thu t6t hon
& dang udng, it gdy tdo bon va it giy co thit mat hon so véi morphin. O liéu diéu tri, it
gy trc ché ho hép (60% thap hon so véi morphin) va it gdy nghién hon morphin.

Codein ¢6 tac dung giam dau trong truong hgp dau nhe va vira (tdc dung giam dau cua
codein ¢6 thé 1a do sy bién ddi khoang 10 % liéu sir dung thanh morphin).Vi gy téo bén
nhiéu néu str dung dai ngay, nén dung codein két hop voi cac thue chong viém, giam
dau khong steroid dé ting tac dung giam dau va giam bét tdo bén.

15. Pic tinh dwge dong hgc

Paracetamol

Hap thu

Paracetamol dugc hip thu nhanh chong va hau nhu hoan toan qua dudng tiéu héa. Thire
in c6 thé 1am vién nén giai phong kéo dai paracetamol cham duge hap thu mot phéin va
thirc @n giau carbon hydrat lam giam ty 1€ hap thu cua paracetamol. Nong do dinh trong
huyét twong dat trong vong 30 dén 60 phit sau khi udng véi liéu dieu tri.

Phan b

Paracctamol phan bé nhanh va déng déu trong phan lon cic md cua co thé. Khoang 25%
paracetamol trong mau két hop véi protein huyét tuong.

Thai trir

Nira dosi huyét tuong ciia paracetamol la 1,25 - 3 gidy, c6 thé kéo dai voi licu gy dde hoac
& ngudi bénh c6 thuong ton gan.
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Sau lidu diéu tri, 6 thé tim thay 90 dén 100% thudc trong nudc tiéu trong ngay thir nhat.
chu yéu sau khi lién hgp trong gan véi acid glucuronic (khoang 60%), acid sulfuric
(khoang 35%) hodac cystein (khoang 3%); ciling phat hién théy mot lugng nho nhirng chit
chuyén hoa hydroxyl - hoé va khir acetyl. Tré nhé it kha néng glucuro lién hgp vai thude
hon so v&i ngudi 1om.
Paracetamol bi N - hydroxyl héa bdi cytochrom P450 dé tao nén N - acetyl -
benzoquinonimin, mdt chat trung gian c6 tinh phan (ng ca0.Chét chuyén hoéa nay binh
thudmg phan tmg véi cdc nhom sulfhydryl trong glutathion va nhw vy bi khir hoat
tinh.Tuy nhién, néu udng lidu cao paracetamol, chat chuyén hoa nay duge tao thanh voi
lugng di dé lam can kiét glutathion cua gan: trong tinh trang d6, phan tmg cua n6 voi
nhém sulfhydryl cua protein gan tang lén, cé thé dan dén hoai tir gan.
Codein
Codein va mudi cia né duge hip thu tét qua duong tiéu hoa. Sau khi udng, ndng dé dinh
codein phosphat trong méu dat dugc sau 1 gio. Codein bj chuyén hoéa & gan boi khir
methyl (tai vi tri O- va N- methyl trong phén ti¥) tao thanh morphin, norcodein va nhimg
chit chuyén hoa khac nhu normorphin va hydrocodon. Su chuyén héa thanh morphin
gién tiép chiu tac dung cia cytochrom P450 isoenzym CYP2D6 va tac dung nay rat khac
nhau do anh hudng cia cdu tric gen.
Codein va san phim chuyén héa cua n6 dugc thai trir chi yéu qua thin va vao nudc ticu
dudi dang lidn hop véi acid glucoronic. Nira doi thai trir 1a 3-4 gio sau khi uéng hoic
tiém bép. Codein qua dugc nhau thai va phan bd vao sita me.
16. Quy cach dong goi

STT MG ta tém tit cdc kiéu dong goi \

01 Hop 2 vi x vi 4 vién, hop 5 vi x vi 4 vién, hop 10 vi x vi 4 vién, hop 20 vi x vi '

4 vién;
02 | Hop | tuyp x 5 vién, hop 1 tuyp x 10 vién, hop 1 tuyp x 15 vién, hop I tuyp x
20 vién

17. Diéu kién bao quin, han ding, tiéu chuén chit lwgng ciia thude
Bdo quén: Noi kho mat, nhiét d§ dudi 30°C, tranh énh séng.
Han ding cua thuée: 36 thang ké tir ngdy san Xuit.
Tiéu chuan chat lugng: TCCS.
18. Tén, dia chi co s& san xuét thude
@ CONG TY CO PHAN DUQC HA TINH
167 - Ha Huy Tép - Thanh pho Ha Tinh
HADIPHAR  h1. 7393 854617 - 02393 855906. Fax : 02393 856821



