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hay chi ding theo don thuoce
LAFANCOL 3S EFF
Doc kj hwdng din sic dung triede khi diing

Dé xa tam tay tré em

1. Thanh phin céng thire thude
Vién nén sui bot LAFANCOL 3S EFF chita:

Thanh phan duge cht:
PHTAENEA0]. oovomssnsmigosmunnsnsimosmiss s i 650 mg
Dextromethorphan hydrobromid .......ccccccevvinvaninnnns 20 mg
Phenylephrin hydroclotid ........cnaninmaain 10 mg
Thanh phan td dUgC . .....co.ovvveeeieeeieieeeeeee e esseeieeenns vira di 1 vién

(Mannitol, acid citric khan, natri bicarbonat khan, natri carbonat, natri citrat dihydrat, aspartam,
povidon K30, tween 20, simethicon, mui chanh, PEG 6000).

2. Dang bao ché

Dang bao ché: Vién nén sui bot.

MBS ta: Vién nén sti bot, hinh try tron, mau tring, canh va thanh vién lanh lan.
3. Chi dinh

Lam giam céc tridu chimg trong cam lanh: dau nhirc nhe, viém hong, dau diu, nghet mii va xoang,
ho do kich tmg & hong va phé quan, ha sét tam thoi.

4. Liéu ding, cdch dung

Cach dung

Thude duge dung qua dudng udng.

Hoa tan hoan toan vién thude trong nude trude khi udng.

Khéng ding qua lidu khuyén céo.

Liéu ding

Nguwoi lon va tré em tir 12 tudi tro lén: Udng 1 vién, cach mdi 4 gio. Khong dung qué 6 vién/24 gio
hodc ding qua liéu khuyén cdo cua béc si.

Tré em dwdi 12 tudi: Khong st dung

5. Chéng chi dinh

Qud mén v6i Paracetamol, Dextromethorphan hydrobromid, Phenylephrin hydroclorid hay bét k¥
thanh phan ta duge nao cua thubde.

Tré em dudi 12 tudi.

Khong ding véi cac thude khéc co chira paracetamol/ acetaminophen.

Bénh nhéan dang dung cdc thude MAOIs (mot $6 loai thude didu tri trAm cam, tim than, réi loan cam
xtc, bénh Parkinson) hoéc trong 2 tuan sau khi ngirng thudoc MAOIs.
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B 7 3 - 1 r - -

.4 g néu udng hon 6 vién trong 24 git (liéu toi da hang ngay) hodc udng thude nay véi céc
thuoe khdc c6 chira paracetamol/ acetaminophen hodic uéng dd udng c6 con mdi ngay trong khi sir
dung san phém nay.

Cénh béo vé dau hong: Néu dau hong nghiém trong kéo dai hon 2 ngay ¢6 kém theo céc triéu chimg
sau: sbt, nhirc du, phat ban, budn ndn hodc ndén. Hiy tham khio y kién bac si ngay lap tirc.

Bde s cdn canh bdo bénh nhdn vé cdc ddu hiéu ciia phan ting trén da nghiém trong nhuw hoi chimg
Steven-Jonhson (SJS), hdi chitng hoai tir da nhiém djc (TEN) hay hoi ching Lyell, hoi ching ngoai
ban mun mit toan thdn cdp tinh (AGEP).

Phdn iing phu nghiém trong trén da mdc di ti 1é mdc phai la khéng cao nhung nghiém trong, thdm
chi de doa tinh mang bao gom hii chirng Steven-Jonhson (SJS), héi chiing hoai tie da nhiém doc:
toxic epidermal necrolysis (TEN) hay héi chimg Lyell, hji chieng ngoai ban mun mik todn thén cdp
tinh: acute generalized exanthematous pustulosis (AGEP).

Triéu chimg cua cdc hi ching néu trén dugc mo ta nhu sau:

o Hoi chimg Steven-Jonhson (SJS): la dj vmg thudc thé bong nudc, bong nudc khu trii ¢ quanh cdc
héc tw nhién: mdt, mili, miéng, tai, bg phdn sinh duc va hdu mon. Ngodi ra c6 thé kém sot cao,
viém phéi, réi loan chitc ndng gan thdn. Chdn dodn hji chimg Steven-Jonhson (SJS) khi ¢ it
nhét 2 hoc tu nhién bi ton thicong,

o  Hpi chumg hoai tir da nhiém doc (TEN): la thé di vng thudc ndng nhdt, gom:

Céc tén thuong da dang 6 da: ban dang séi, ban dang tinh hong nhiét, hong ban hogc cdc bong
nudc bimg nhing, cdc ton thwong nhanh chéng lan téa khdip nguoi;

Tén thiong niém mac mdt: viém gide mac, viém két mac mi, loét gide mac.

Tén thuong niém mac dwong tiéu héa: viém miéng, trot niém mac miéng, loét héu, hong thuec
quan, da day, ruft;

Tén thuong niém mac dwong sinh duc, tiét niéu.

Ngodi ra con c6 cdc triéu ching toan than tram trong nhi sOt, xudt huyét duong tiéu hoa, viém
phé’f, viém cdu thdn, viém gan... ty Ié tiw vong cao 15-30%.

o Hii chimg ngoai ban mun mu toan than cdp tinh (AGEP): mun mi vé triing nho phdt sinh trén

nén héng ban lan réng. Tén thuong thuong xudt hién ¢ cdc nép gd':p nhw ndch, ben va mdt, sau
d6 c6 thé lan rong toan than. Triéu chimg toan than thiomg c6 la sot, xét nghiém mdu bach cdu
mui frung tinh tang cao.
Khi phét hién nhitng déu hiéu phdt ban trén da dau tién hodc bét ky ddu hiéu phan ing qud mén
néo khdc, bénh nhdn cén phdi nging s dung thuoe. Nguoi dd timg bi cdc phan ing trén da
nghiém trong do Paracetamol gdy ra thi khong dwoc ding thudc tro lai v khi dén khdm chita
bénh cdn phai thong bdo cho nhdn vién y té biét vé van dé nay.

Thén trong

Tham khao ¥ kién bac si néu ban c6 bénh gan, bénh tim mach, cao huyét 4p, bénh tuyén gidp, dai

thdo dudmg, tiéu khé do phi dai tuyén tién liét, ho tiét rat nhidu dam, ho man tinh kéo dai do hat thude

14, do hen suy&n hodc khi phé thing.
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¥ trdm trong hon.

Théng tin vé ti dwpc:

Thude ndy c6 chira 60,0 mg Aspartam trong mdi vién. Aspartam bj thiyy phan tai dng tiéu héa khi
diing dudmg udng. Mét trong nhitng sin phAm thity phan chinh 14 phenylalanine. Chua ¢6 bing chimg
phi lam sang hay lam sang dé danh gia viéc st dung Aspartam cho tré dudi 12 tudn tudi (khoang 3
thang tudi).

Thude nay cé chira 223,33 mg natri trong mdi vién, tuong dwong 11,17% trong khéu phin natri tbi
da mdi ngay dugce khuyén cdo cho ngudi 16n 122 g.

7. Sir dung thudc cho phu nir ¢6 thai va cho con ba

Phu nir ¢6 thai

Nén tham khao y kién bac s trude khi ding thude nay.

Paracetamol

Céc nghién ctru trén ddng vat da cho thdy khong ¢ biang chimg vé tac dung gy quai thai hay ddc
tinh trén thai nhi déi véi paracetamol. Trén l4m sang, két qua cac nghién ciru dich t€ hoc vé viée sir
dung paracetamol cho phu nit mang thai dudmg nhu khong lam ting nguy co géy quéi thai hodc dge
tinh & thai nhi. Tuy nhién, khi sir dung paracetamol cho déi tugng nay cling nén héi ¥ kién cta bac st
diéu tri.

Dextromethorphan hydrobromid

Khéng ¢6 dit liéu vé tdc dung gdy quai thai cia dextromethorphan trén dgng vét. Chua c6 dhy du dir
liéu nghién ctu trén phyu nit mang thai. Phy nit trong thoi ky cudi mang thai ding liéu cao
dextromethorphan, k& ca trong thoi gian ngén, ¢6 thé gay @c ché hd hdp & tré so sinh. Ding kéo dai
trong 3 thang cudi thai ky c6 thé giy hoi chimg cai & tré so sinh. Vi vfly, chi ding dextromethorphan
cho phu nit mang thai khi 1gi ich cho nguoi me vugt trdi so véi nguy co véi thai nhi/tré so sinh.
Phenylephrin hydroclorid

Phenylephrin ¢6 thé lam giam tuéi méu nhau thai, thude khéng duge ding cho bénh nhén c6 tién st
tién san giat.

Duing phenylephrin hydroclorid cho phu nit mang thai giai doan mu¢n hoéc lic chuyén da, 1am cho
thai d& bj thiéu oxy mau va nhip tim chim, do tir cung ting co bop va gidm luu lwgng mau téi tir
cung.

Dung phdi hop phenylephrin hydroclorid véi thude kich thich co bép tir cung c6 thé gy ting huyét
4p nghiém trong va lam tang tai bién cho san phy.

Chua du dit liéu nghién ctru khfmg dinh thude c6 di qua nhau thai hay khong, nhung véi phéan tir
luong 167 nén rdt ¢6 thé thube di qua dugc nhau thai. Tuy nhién, do chua c6 du bing chimg vé tic
hai ctia phenylephrin hydroclorid trén thai, nén chi dung phenylephrin cho phu nit mang thai khi that
cAn thiét, c6 can nhéc vé tac hai do thudc gay ra.

Phu nir cho con bid

Nén tham khéo ¥ kién béc si trude khi dimg thudc nay.

Paracetamol
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Dextromethorphan vao duoc sita me. Mot sb truong hop giam truong lye co va ngimg hé hdp da duge
bédo cdo & tré bu me sau khi ngudi me ding thuéc giam ho trung wong & liéu cao. Vi thé, chéng chi
dinh ding dextromethorphan cho me cho con bu.

Phenylephrin hydrociorid

Chua r3 phenylephrin ¢6 phan bé duge vao sita me khéng nhung véi phén tir lugng 167 nén rét co
thé thudc di qua stta; vi vdy, phai rat than trong khi dung thude cho phu nir nudi con bi.

8. Anh hwing ciia thudc 1én kha niing l4i xe, vin hanh mdy méc

Chua c6 bing chimg v& anh hudng ctia thude 1én kha nang 14i xe, vin hanh may mac.

9. Twong tic, twong ky ciia thude

Twong tic cia thude

Paracetamol

Cén than trong khi phéi hop véi cac thudc gy cam tmg enzym gan P4502E1 (nhém barbiturat,
isoniazid, thudc uéng chéng dong mau, zidovudin, amoxicilin + Acid Clavulanic, carbamazepin va
ruou): vi cdc thude ndy gy cam (mg enzym gan, lam ting chuyén héa clia paracetamol thanh chit
chuyén héa NAPQI, ting doc tinh cho té bao gan.

Thube ubng chéng dong méu: Ubng dai ngay liéu cao paracetamol (4 g/ngay va it nhit 4 ngay) lam
tang nhe tic dung chéng déng cta coumarin va dén chét indandion. Dit liéu nghién ctru con mau
thufin nhau va con nghi ngd vé twong tic nay, nén paracetamol dwgc ua dung hon salicylat khi cén
gidm dau nhe hodc ha sét cho ngudi bénh dang ding coumarin hogc din chit indandion. Cén phai
cht ¥ dén kha ning gy ha than nhiét nghiém trong & ngudi bénh ding ddng thoi phenothiazin va liéu
phép ha nhiét (nhu paracetamol).

Probenecid ¢6 thé lam giam thanh thai paracetamol gén 2 14n do tc ché qué trinh lién hop paracetamol
véi acid glucuronic. Vi vdy, cin can nhéc giam liéu paracetamol khi phdi hop ciing véi probenecid.
Ubng rugu qué nhidu va dai ngay c6 thé lam tang nguy co gdy ddc cho gan clia paracetamol.

Thude chéng co gidt (gdm Phenytoin, barbiturat, carbamazepin) gy cim g enzym & microsom
gan, c6 thé lam ting tinh ddc hai gan cla paracetamol do téng chuyén héa thude thanh nhimg chét
déc hai vaéi gan.

Ngodi ra, ding ddng thdi isoniazid véi paracetamol cling ¢6 thé din dén ting nguy co dc tinh véi
gan, nhung chua xac dinh dugce co ché chinh xéc ciia twong tic nay.

Nguy co paracetamol gy ddc tinh gan gia ting dang ké & ngudi bénh udng liéu paracetamol 16n hon
liéu khuyén ding trong khi dang ding thuéc chéng co gidt hodc isoniazid.

Thuong khong cin gidm lidu & ngudi bénh dung déng thoi lidu diéu trj paracetamol va thude chong
co giat; tuy vy, nguoi bénh phai han ché tir dimg paracetamol khi dang ding thuéc chéng co gidt
hodc isoniazid.

Isoniazid va cdc thube chéng lao 1am ting ddc tinh cta paracetamol doi véi gan

Dextromethorphan hydrobromid
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¢hit tc ché CYP2D6: Dextromcthorpha.n chuyén héa lin déu qua gan dang ké béi
. % ung dextromethorphan cling céc thube e ché rnan.h CYP2D6 (nhu fluoxetin, paroxetm
juinidfh, terbinafin) lam tang nong do dextromethorphan gap vai 14n so voi binh thuémg; din dén
tang nguy co ADR ctia thude (kich dong, It 14n, run, mét ng, tiéu chay, trc ché hd hap) va gay ra hoi
chtng serotonin. Quinidin 1am ting ndng d6 dextromethorphan trong huyét twong 1én dén 20 lan, dén
dén ting ADR cta dextromethorphan trén TKTW. Amiodaron, flecainid, propafenon, sertralin,
bupropion, methadon, cincaclcet, Haloperidol, perphenaizin cling ¢6 tdc dung tuong tw trén chuyén
héa dextromethorphan. Néu céc phdi hop giita thude Gc ché CYP2D6 véi dextromethorphan khong
thé trdnh khoi thi cAn theo d6i bénh nhan va giam lidu dextromethorphan.

Thude an thin: C6 nhiéu thudc hodic cht c6 thé lam ting tic dung irc ché TKTW va lam gidm sy tinh
tdo hodc c6 thé lam ting tic dung tc ché hd hip cia dextromethorphan. Cac thude nay bao gom
morphin, din xuét ctia Morphin (thudc giam dau, thube giam ho...), thudc an thén kinh, barbiturat,
benzodiazepin, thube giai lo 4u ngoai benzodiazepin (nhu meprobamat), thude ngt, thube chéng tram
cam (amitriptylin, doxepin, mianserin, mirtazapin, trimipramin), thube khang H, thude diéu tri ting
huyét ap tac dung trung wong, Baclofen va thalidomid...

Rugu 1am ting tac dung an thdn clia dextromethorphan. Tinh trang gidm tinh t4o dnh hudng dén kha
ndng lai xe va vdn hanh mdy moée. Tranh ding ruou va céc thire udng ¢ chia con khi ding
dextromethorphan.

Natri oxybat 1am ting tdc dung trc ché TKTW ctia dextromethorphan.

Phenylephrin hydroclorid

Thude gifin mach, thude chen beta hodc chit cim (mg enzym nhu rugu: Khong nén ding ddng thoi
vl phenylephrin

Digitalis: C6 thé lam ting khé ndng loan nhip tim.

Guanethidin va c4c san phdm lién quan: Ting huyét 4p dang ké (lién quan dén giam truong luc giao
cam va/hoic e ché su xAm nhép cia adrenalin hoic norepinephrin vao céc s¢i giao cam). Néu khong
thé tranh duoe su két hop, st dung than trong véi lidu th:fip hon cua thube gidng giao cam.

Céc nhém thude: thude cudmg giao cam gidn tiép (ephedrin, methylphenidat, pseudoephedrin); thude
cudng giao cam alpha dudng udng va/hodc dudng mii (etilefrin, midodrin, Naphazolin,
oxymetazolin, synephrin, tetryzolin, tuaminoheptan, tymazolin); cac alcaloid ndm cua ga la chat chu
van dopamin (bromocriptin, cabergolin, lisurid, pergolid); céc alcaloid ndm cua ga gdy co mach
(dihydroergotamin, ergotamin, methylergometrin, methysergid); thudc Gc ché chon loc MAO-A
(moclobemid, toloxaton); linezolid: Nguy co co mach va/hodc bung phat ting huyét ap khi ding dong
thoi véi phenylephrin.

Thudc ttc ché MAO khong chon loc: Tang huyét 4p kich phat, ting than nhiét c6 thé gy tit vong. Do
thai gian tic dung cia thude e ché MAO kéo dai, tuong téc nay van cé thé xdy ra sau 15 ngay khi
da ngimg thudc e ché MAO.

Thudc gdy mé halogen dé bay hoi (desfluran, enfluran, halothan, isofluran, methoxyfluran,
sevofluran): Nguy co ting huyét 4p trong phiu thuat va rdi loan nhip tim. Trong truémg hop phiu
thut theo lich, t6t nhét la nén ngimg diéu tri phenylephrin vai ngay truéce khi can thiép.

Thudc chong trim cam ba vong (imipramin, minalcipram, venlafaxin); sibutramin: Phenylephrin ¢o
thé lam ting cudng tac dung cdc thude dung ddng thoi; gdy ting huyét dp kich phat véi nguy co loan
nhip tim.
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2 it Oﬁﬂg‘H al. véi thude kich thich co bop r cung, tac dung ting huyét 4p s& ‘fang [én. Néu
*\ 1A Tmﬁgm&ﬁ ¥ dugc dung khi chuyén da va sb thai dé chong ha huyét ap, hodc duge thém vao dung
’S"oo- dich thu & r thay thude san khoa phai luu y la thude kich thich co bop tir cung cé thé gay ting huyét

< i tang ._/ dai va v mach méau ndio ¢é thé xay ra sau khi dé.

Twong ky, ciia thude

Phenylephrin hydroclorid tuong ky véi kiém, mudi sit, tic nhan oxy héa, kim loai.
10. Téac dung khong mong mubn cia thude

Céc phan img ¢6 hai: duoc phan nhém theo tin suat: rit thuémg gap (ADR > 1/10), thudmg gép (1/100
< ADR < 1/10), it gap (1/1000 < ADR < 1/100), hiém gip (1/1000 < ADR < 1/10000) va rét hiém
gip (ADR < 1/10000)

Paracetamol

Phan g da nghiém trong nhu hdi chimg Stevens-Johnson, héi chimg Lyell, hoai tir biéu bi nhiém
ddc, mun mi ban dé toan than cdp tuy hiém xdy ra, nhung ¢6 kha niing gdy tir vong. Néu thdy xudt
hién ban hodc cdc bidu hién khéc vé da, phai ngimg ding thude va tham kham thdy thudc.

Ban da va nhitng phan tmg dj tmg khac gbm phtt thanh quan, phit mach thinh thoang xay ra. Thudmg
14 ban @6 hodc may day, nhung déi khi ning hon va ¢6 thé kém theo sbt do thudc va thwong tén niém
mac. Néu théy sét, bong nudc quanh cac héc tir nhién, nén nght dén hoi chimg Stevens-Johnson, phai
ngimg thude ngay. Qua liéu paracetamol c6 thé din dén tén thuong gan nang va déi khi hoai tir ong
thin cAp. Ngudi bénh man cam vai salicylat hiém khi man cim véi paracetamol va nhing thude ¢6
lién quan. Trong mdt sb it trudng hop riéng 1é, paracetamol da gy gidm bach cdu trung tinh, giam
tiéu cAu va gidm toan thé huyét cu, dic biét khi ding kéo dai céc lidu 16n. Hiém gip mét bach cau
hat & ngudi bénh ding paracetamol.

It gap

Da: ban.

Da day - rudt: budn ndn, ndn.

Huyét hoc: loan tao méu (giam bach ciu trung tinh, giam toan thé huyét ciu, giam bach cdu), thiéu
mau.

Thén: bénh thdn, ddc tinh than khi lam dung dai ngay.

Hiém gdp

Da: hdi chimg Stevens-Johnson, hoai tir biéu bi nhiém ddc, hoi chimg Lyell, myn mi ngoai ban toan
thén cép tinh.

Khéc: phan (mg qua man.

Dextromethorphan hydrobromid

Thuong gap

Toan trang: mét moi.

Than kinh: chong miit.

Tiéu héa: budn nén, ndn, tdo bén.

Rdt hiém gap

Thén kinh: ngt ga.

Chuea xdc dinh dwoc tdn sudt
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Phenylephrin hydroclorid

Thuong gap

TKTW: kich d¢ng than kinh, bdn chon, lo du, kho ngi, ngudi yéu mét, choang véng, dau truée nguc,
run rﬁy, di cam dAu chi.

Tim mach: ting huyét &p.

Da: nhot nhat, tring béch, cam giac lanh da, dung 16ng t6e.

Tai chd: kich tmg tai chd.

It gap

Tim mach: tang huyét dp kém phi phéi, loan nhip tim, nhip tim chdm, co mach ngoai vi va ndi tang
lam giam tuéi mau cho céc co quan nay.

H hip: suy ho hap.

Thén kinh: con hung phén, 4o gidc, hoang tudng.

Da: hoai tir hodc troc vay, néu tiém dé thude thodt ra ngoai mach.

Tai mat: giai phéng céc hat séc tb & mbng mit, 1am md gide mac.

Hiém gdp

Tim mach: viém co tim thanh 3, xudt huyét duéi mang ngoai tim.

Chua xdc dinh duwoc tén sudt

Tim mach: con ting huyét dp, xuit huyét ndo.

Tiét niéu: di tiéu kho, bf tiéu & nam gidi.

Théng bdo ngay cho bdc sy hodc dwye sy nhitng phin ing cd hai gdp phdi khi sir dung thudc hogdc
bdo cio cdc phan ling cé hai ciia thudc vé Trung tém Théng tin thudc va Theo dii phan iing cé
hai ciia thuéc (ADR) Quéc Gia. Dia chi: 13 - 15 Lé Thanh Téng - Hoan Kiém - Hi Nji. Di¢n
thoai: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pvcenter@gmail.com.

11. Qua liéu va cich xir tri

Paracetamol

Triéu chirng

Nhiém doc paracetamol ¢6 thé do ding mot liéu doe duy nhét, hodc do udng lap lai liéu 16n
paracetamol (vi duy, 7,5 - 10 g m&i ngdy, trong 1 - 2 ngay), hodc do udng thude dai ngay, dic biét trén
nén ngudi bénh 14 ngudi cao tudi, tré em, ¢d suy giam chire niing gan, nghién ruou, suy dinh dudng
hodic str dung dong thii cac chdt giy cdm (mg enzym gan. Hoai tir gan phu thude lidu 12 tac dung ddc
cdp tinh nghiém trong nhit do qué liéu va c6 thé gay tir vong.

Budn ndn, ndén va dau bung thuémg xay ra trong vong 2 - 3 gid sau khi udng liéu doe cta thude.
Methemoglobin méu, din dén chimg xanh tim da, niém mac va méng tay 12 mét déu hiéu dic trung
nhiém doc cdp tinh din chit p-aminophenol; mdt luong nho sulthemoglobin cling ¢6 thé duge san
sinh. Tré em c6 khuynh huéng tao methemoglobin dé hon ngudi 16n sau khi ubng paracetamol. Khi
bi ng¢ ddc ndng, ban dau c6 thé co kich thich hé TKTW, kich dong va mé sang. Tiép theo ¢6 thé la
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’PX TW: sitng so, ha than nhiét, mét 14, thd nhanh, ndng; mach nhanh, yéu, khong déu, huyét
A 5uly tudn hoan. Truy mach do giam oxy huyét twong déi va do tac dung tic ché trung tém,

DAu hiéu 1am sang thuong ton gan trd nén ro rét trong vong 2 - 4 ngdy sau khi uéng lidu doc.
Aminotransferase huyét tuong tang (d6i khi ting rit cao) va nﬁng dd bilirubin trong huyét tuong ciing
c6 thé tang; thém nita, khi tdn thuong gan lan rong, thoi gian prothrombin s& kéo dai. C6 thé 10%
ngudi bénh bi ngd ddc khong duoc didu tri dic hiéu da 6 ton thuong gan nghiém trong; trong s6 do
10 - 20% cudi cung chét vi suy gan. Suy thin cAp ciing xay ra & mot s6 ngudi bénh. Sinh thiét gan
phat hién hoai tir trung tdm tiéu thity trir viing quanh tinh mach cira. O nhitng truomg hop khong tir
vong, thuong tdn gan phuc hdi sau nhidu tudn hogic nhidu thing.

Cdch xu tri

Chan do&n sém rit quan trong trong diéu tri qua liéu paracetamol. C6 nhing phuong phdp. x4c dinh
nhanh néng d6 thuéc trong huyét twong. Tuy véy, khong duge tri hodn diéu trj trong khi chd két qua
xét nghiém néu bénh st goi ¥ 1a qua liéu ning. Khi nhiém déc ning, diéu quan trong la phai diéu tri
hd tro tich cuc. Cin rira da ddy trong moi trudmg hop, tdt nhit trong vong 4 gity sau khi udng.

Liéu phép giai ddc chinh 14 ding nhimg hop chét sulthydryl, ¢ 18 tic dong mot phan do bé sung du
trit glutathion & gan. N-acetyleystein ¢6 tac dung khi udng hodc tiém tinh mach. Phai diing thudc giai
ddc ngay 1ap tirc, cang sém cang tot néu chua dén 36 gior ké tir khi udng paracetamol. Diéu tri véi N-
acetylcystein ¢ hiéu qua hon khi cho thude trong thoi gian duéi 10 gid sau khi udng paracetamol.
Khi cho uéng, hoa lodng dung dich N-acetylcystein v&i nude hogc d6 udng khdng cé ruou dé dat
dung dich 5% va phai ubng trong vong 1 gid sau khi pha. Cho udng N-acetylcystein véi lidu dau tién
1a 140 mg/kg, sau d6 cho tiép 17 lidu nita, mdi liéu 70 mg/kg cich nhau 4 gidr mdt lan. Cham dut diéu
tri néu xét nghiém paracetamol trong huyét twong cho thiy nguy co doc hai gan thép.

Ciing c6 thé dung N-acetylcystein theo dudmg tinh mach: Lidu ban ddu la 150 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 gidy; tiép theo 1a 100 mg/kg trong 1 lit dung dich trong vong 16 gié tiép theo.
Néu khong cé dung dich glucose 5% thi c6 thé dung dung dich natri clorid 0,9%.

ADR cuia N-acetylcystein gém ban da (gdm cd may day, khng yéu cdu phai ngimg thudc), budn ndn,
non, ia chay va phan img kiéu phan vé.

Néu khéng c¢é N-acetyleystein, c6 thé ding methionin. Néu di dung than hoat truée khi ding
methionin thi phai hit than hoat ra khéi da day truée.

Ngodi ra ¢6 thé ding than hoat va/hodc thube tiy mudi do ching ¢6 kha nang lam giam hdp thu
paracetamol.

Dextromethorphan hydrobromid

Triéu ching

Budn nén, nén, nhip tim nhanh, tang huyét ap, bi tiéu, gidn dé‘mg tir, m& mit, roi loan didu tiét mat,
dé md hdi, thd hut hoi, céc triéu chimg tdm than kinh nhu chéng mat, mét diéu hoa, 4o giic, rung giat
nhéin cdu, lo mo, [t 14n, hung hing, kich déng, ting truong luc co, hung cam, mét kha nang phéi hop
van dong va cudi khic khich. Nhimg truong hop qué lidu nang c6 thé ddn dén co gidt, ting than nhiét,
hdn mé va tic ché ho hdp.
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4l lidu cép tinh dextromethorphan, bénh nhan nén duge theo dai va didu tri tai bénh vién.
fiéu chu’ng va dleu tri ho trcr cho benh nhé.n Co thé dung benzodlazepln khl b1 co giat. Co

rira da day néu c6 nguy co thiéu oxygen va tang nguy co co giat.

Phenylephrin hydroclorid

Triéu chirng

Céc triéu chimg cta qué liéu bao gdm khé chiu, bdn chdn, danh tréng ngye, ting huyét &p, tiéu kho,
budn ndn, non, khat va co giit.

Cich xw tri

Trong trudmg hop qua liéu nghiém trong nén rira da day va hat dich. Thyc hién céc bién phap hé trg
va didu tri triéu chimg, dic biét déi véi hé tim mach va hé hdp. Kiém soét con co gift bang Diazepam
tiém tinh mach. C6 thé st dung Clorpromazin dé kiém soat su hung phin va 4o gidc. Tang huyét 4p
nghiém trong ¢6 thé phai didu tri bing thude chen alpha-adrenoreceptor nhu phentolamin. C thé
kiém sodt roi loan nhip tim bing cac thudc chen beta.

12. Pic tinh dwye lec hoe

Nhém duwpe 1y: Paracetamol, thube phdi hop khong bao gdm thude hudng than

Mad ATC: NO2BES|

Paracetamol

Paracetamol (acetaminophen hay N-acetyl-p-aminophenol) 14 chit chuyén héa ¢ hoat tinh cia
phenacetin, 1a thude giam dau, ha s6t hiru hiéu co thé thay thé aspirin; tuy vdy, khic v&i Aspirin,
paracetamol khdng cé hiéu qua didu tri viém. Vi lidu ngang nhau tinh theo gam, thude cd tac dung
giam dau va ha sdt twong tu nhu aspirin. Paracetamol 1am gidm thdn nhiét & nguoi bénh sét, nhung
hiém khi lam giam than nhiét & nguoi binh thudmg.

Thuéc téc ddng 1én ving dudi d8i gy ha nhiét, toa nhiét ting do gidn mach va tang luu luong mau
ngoai bién.

Véi liéu didu trf, paracetamol it tic ddng dén hé tim mach va ho hp, khdng lam thay ddi can béng
acid-base, khong gy kich (ng, loét hodc chay mau da day nhu khi ding salicylat. Tuy nhién, & liéu
gdly doc, paracetamol c6 thé gay suy tudn hoan.

Téc dung cia paracetamol trén hoat tinh cyclooxygenase chua dugc biét déy di. Véi lidu 1 g/ngay,
paracetamol 1a mét thude Gc ché cyclooxygenase yéu. Téc dung tc ché cua paracetamol trén
cyclooxygenase-1 yéu. Thude khéng c6 tac dung trén sy két tap tidu cu hodc thoi gian chay mau.
Paracetamol thuong duge chon lam thudc gidm dau va ha sét, diic biét & ngudi cao tudi va & ngudi
c6 chdng chi dinh ding salicylat hodc NSAID khéc, nhu ngusi bj hen, ¢6 tién sir loét da day t4 trang
va tré em

Dextromethorphan hydrobromid

Dextromethorphan hydrobromid 13 thuc gidm ho ¢d tic dung lén trung tim ho & hanh ndo.
Dextromethorphan khong c6 tdc dung gidm dau va noi chung rt it tdc dung an thin.

Hiéu luc clia dextromethorphan tuong dwong véi hidu luc clia codein trong diéu trj ho man tinh.
Dextromethorphan c6 tic dung gidm ho kich tng tuong tu codein va khong c6 tdc duyng lam sach
dudmg thé. O liu diéu trj, dextromethorphan khong tic ché hoat dong cia duomg mat.
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Phenylephrm hydroclorid gdy nhip tim chdm do phan xa, lam giam thé tich mau trong tudn hoan,
giam luu lwgng mau qua thédn, cling nhu gidm mau vao nhidu mé va co quan ciia co thé.

(3 lidu didu trj, phenylephrin thue té khéng c6 tac dung kich thich trén thy thé beta-adrenergic cta tim
(thu thé beta -adrenergic); nhung & lidu 16m, ¢6 kich thich thu thé beta-adrenergic. Phenylephrin khong
kich thich thu thé beta-adrenergic ctia phé quan hodc mach ngoai vi (thy thé beta,-adrenergic). O lidu
diéu tri, thudc khong co tac dyng trén hé than kinh trung uong.

Co ché tac dung alpha-adrenergic ctia phenylephrin 1a do Gc ché. san xudt AMP vong (cAMP: cyclic
adenosin-3',5'-monophosphat) théng qua tic ché enzym adenyl cyclase, trong khi tac dung beta-
adrenergic la do kich thich hoat tinh adenyl cyclase.

Phenylephrin ciing ¢6 tédc dung gian tiép do gidi phéng norepinephrin tir céc nang chira vao tudn hoan.
Nén thude co thé gdy quen thude, tirc 1a tic dung giam di khi dung l3p lai nhiéu ln.

Phenylephrin 6 thé ding dudmg toan than. Trudc ddy, thude da duge dung dé diéu tri sbc sau khi da
bt dit dich dé nang huyét 4p, nhung hiéu qua chua duoc chimg minh va c6 thé con géy hai cho ngudi
bénh.

Norepinephrin, metaraminol thuomg duge wa ding hon, nhit 14 khi can kich thich co tim, dic bigt
trong séc do nhdi mau co tim, nhiém khudn huyét hoc tai bién phiu thuat. Tuy véy, phenylephrin c6
thé c6 fch khi khdng cAn phai kich thich co tim nhu trong didu tri ha huyét dp do gy mé bing
cyclopropan, halothan hojc céc thude khic dé gdy loan nhip tim.

Phenylephrin ciing d dugc dung dé dy phong va diéu tri ha huyét ép do gy té tiy song. Tuy nhién,
khdng nén ding cac thudc chil vén alpha-adrenergic mét cach thudn tay, vi c6 thé lam giam luu lugng
tim.

Diing phenylephrin dé didu tri ha huyét 4p trong khi gdy mé cho san phu con tranh cai, vi ¢6 thé diéu
tri bang bu dii dich va thay ddi tur thé ngudi bénh dé tir cung khong dé 1én tinh mach chu dudi. Néu
cin ding thude dé nang huyét ap, thuémg Ephedrin dwoc ua ding hon.

Phenylephrin cling da duge ding dé didu tri con nhip nhanh kich phat trén thét, dic biét khi ngudi
bénh bi ha huyét dp hodc sbc, nhung mét thubc khang cholinesterase tdc dung ngin (thi du
edrophonium clorid) thudmg duge wra ding vi an toan hon.

Phenylephrin c6 thé ding tai chd véi cdc dung dich c6 ndng do khac nhau.

Khi nhé vio niém mac mét, phenylephrin tic dong tryc tiép trén thu thé alpha-adrenergic & co gidn
ddng tir lam co co ndy, nén dong tir gidn rong; tic dong nhe dén thé mi, nén khong lam liét thé mi téc
dong dén co vong mi, nén lam giam sup mi trong hdi chimg Horner hodc Raeder; c6 thé 1am giam
nhan 4p & mét binh thuémg hodc bi glocom gée md do thity dich thodt ra tang, hodc do gidm san xudt
thiy dich. Phenylephrin con 1am co cdc mach mau, nén lam giam xung huyét & két mac.

Khi nhé vao niém mac miii, phenylephrin géy co mach tai chd, nén (thude chu van alpha,-adrenergic).
lam giam xung huyét miii va xoang do cam lanh.
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hép thu khi str dung vién nén paracetamol giai phéng kéo dai. Khi udng 500 mg vién nén thuong hodc
650 mg vién nén giai phéng kéo dai, néng do trung binh trong huyét twong cla paracetamol tuong
Umg 1a 2,1 microgam/ml tai thoi diém 6 gid hodc 1,8 microgam/ml tai thoi diém 8 gio. Nong do dinh
trong huyét twong dat trong vong 10 - 60 phit dbi véi vién nén thudmg va 60 - 120 phut d6i véi vién
nén gidi phong kéo dai sau khi udng véi liéu diéu tri. Péi véi thude dan paracetamol, thdi gian dat
néng d dinh bi kéo dai hon so véi dudmg ubng.

Sau khi tiém finh mach paracetamol don lidu 500 mg, 650 mg hogc 1 g, duge dong hoc cua thude ty
1& thudn véi liéu ding, néng d0 dinh paracetamol dat duge sau 15 phut truyén tinh mach, cao hon
70% so v&i ndng do dinh dat dwoc khi sir dung dudng udng, Tuy nhién, gia tri AUC clia paracetamol
thu duge tuong tu khi sit dung dudng tinh mach hodc duémg udng.

Phén bé

Paracetamol phén bd nhanh va ddng déu trong phén Iém cic mé cua co thé. Thudc qua duge nhau thai
va duge phén bd vao sita me véi lugng nhd sau khi udng. Khoang 10 - 25% paracetamol trong méu
két hop véi protein huyét twong.

Chuyén héa

Paracetamol dirgc chuyén héa chii yéu & gan qua hai con dudng chinh: Lién hop véi acid glucuronic,
acid sulfuric va mét lugng nho (dudi 4%) duge chuyén héa qua cytochrom P4502E1 thanh chat
chuyén héa N-acetyl-p-benzoquinonimin (NAPQI), mdt chét chuyén héa cé doc tinh cao. NAPQI
duge khir déc bing glutathion va dao thai vao nudc tiéu vavhoiic mat. Khi chit chuyén héa khéng
duoce lién hop véi glutathion s& gy doc cho céc té bao gan va gdy hoai tir t€ bao.

Paracetamol thuémg an toan khi ding véi lidu diéu tri, vi lrgng NAPQI duoc tao thanh twong déi it
va glutathion tao thanh trong té bao gan du lién hop véi NAPQL Tuy nhién, khi qua liéu hodc ddi khi
v6i lidu thudmg ding & mét s6 ngudi nhay cam (nhu suy dinh dudng, hodc tuong tic thude, nghién
ruou, co dia di truyén), nong d6 NAPQI co thé tich liiy gdy ddc cho gan.

Thai triv

Nira doi huyét tuong ciia paracetamol 1a 1,25 - 3 gid, ¢6 thé kéo dai véi liéu gy dde hodic & ngudi
bénh ¢ thuong ton gan. Khi sir dung tiém tinh mach don liéu 15 mg/kg & tré em hodc 1 g & nguvi
16n, nita doi huyét twong cia thudce trén nguoi 16n 14 2,4 gidy; trén tré em hodc thanh thiéu nién 1a 2,9
- 3 gid; tré nho 1a 4,2 gi¢ va tré so sinh 1a 7 gio.

Khoang 85% lidu paracetamol dugc thai trir qua nude tiéu chi yéu dudi dang lién hop véi acid
glucuronic, mét luong nhé lidn hop véi acid sulfuric va dang khong bién dbi (< 5%). Trén bénh nhan
suy giam chire nang than mirc do ning (Cler < 10 ml/phit) co thé din dén ting tich lily paracetamol
va cac chét chuyén héa. Tré nho it kha nang glucuronic lién hep voi thudc hon so v&i ngudi 16n.
Dextromethorphan hydrobromid

Hip thu:

Dextromethorphan duge hdp thu nhanh qua duong tiéu hoa.

Thudc khoi phat tac dung diéu tri khoang 15 - 30 phit sau khi udng, kéo dai tic dung khoang 3 - 6
gi® v6i dang vién nén.
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TNHH MV
pudhragud

khoe manh, con dudng chuyén héa chinh 1a O-demethyl héa nhor CYP2D6, mie d§ hoat dong phu
thude kidu gen. Céc kiéu hinh khac nhau véi qud trinh oxy héa nay din dén su khéc nhau lén vé duge
dong hoc giita cdc ca thé. Dextromethorphan khéng dugce chuyén héa, ciing voi 3 chit chuyén hoa
morphinan demethyl hdéa dextrorphan (con goi 1a 3-hydroxy-N-methylmorphinan), 3-
hydroxymorphinan va 3-methoxymorphinan dugc phét hién la céc san pham lién hop trong nudc tiéu.
Dextrorphan 1a chét chuyén héa chinh, con tac dung giam ho. O médt s6 ngudi, qud trinh chuyén héa
dién ra chdm hon va dextromethorphan dang khéng déi chiém ti 1& cao trong méu va nudc tiéu.
Phenylephrin hydroclorid

Hiip thu

Phenylephrin hip thu rat that thuomg qua dudng tiéu hoa do bi chuyén hoa ngay trén dudng tiéu héa
théng qua enzym monoaminoxidase (MAO), nén Sinh kha dung cta thude chi dat < 38%. Vi thé, dé
c6 tac dung trén hé tim mach thudmg phai ding dudng ti€ém. Sau khi tiém tinh mach, huyét 4p ting
héu nhw ngay 1ap tirc va kéo dai 15 - 20 phit. Sau khi tiém bép, huyét 4p ting trong vong 10 - 15 phiit
va kéo dai tir 30 phat dén 1 - 2 gis.

Sau khi udng, tic dung chéng xung huyét miii xudt hién trong vong 15 - 20 phut va kéo dai 2 - 4 gid.
Sau khi nhé dung dich 2,5% phenylephrin vao két mac, dng tir gidn tdi da vao khoang 15 - 60 phut
va trés lai nhu cil trong vong 3 gio. Néu nhé dung dich 10% phenylephrin, ddng tir gian t6i da trong
vong 10 - 90 phiit va phuc hdi trong vong 3 - 7 gior. Doi khi phenylephrin bi hip thu du dé giy tic
dung toan than.

Pé lam giam xung huyét & két mac hodc ¢ mii, thuong ding cac dung dich loang hon (0,125 - 0,5%).
Sau khi nho thuéc vao két mac hodc vao niém mac miii, mach méu tai chd héu nhu co lai ngay. Thoi
gian téc dung lam giam xung huyét sau khi nho thude dbi véi két mac hosic niém mac miii dao dong
nhiéu, tir 30 phut dén 4 gid.

Phin bé

Phenylephrin trong tudn hoan c6 thé phan bd vao cdc md véi Vd giai doan dau: 26 - 61 lit va Vd &
trang thai on dinh: 340 lit.

Con chua biét thudc c¢6 phin bé duge vao sita me khong.

Chuyén héa

Phenylephrin bj chuyén héa & gan va rudt nhé enzym MAO bing phan tmg oxy héa khir amin va
phan tng lién hop vdi acid glucuronic.

Thai tric

Thude duge thai trir qua thin cha yéu & dang chua bi chuyén héa. Nira doi thai trir t/2 alpha khoang
5 phat va /2 beta khoang 2 - 3 gid.

14. Quy cach dong goi:

Hép 4 vi Alw/Alu x 4 vién nén sti bot, kém t& hudng dén sir dung.

Hop 10 vi Alu/Alu x 4 vién nén sti bot, kém t& huéng dan sir dung.

Hop 20 vi Alw/Alu x 4 vién nén sti bot, kém t& hudémg din str dung.
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16. Tén, dia chi ctia co' s& san xudt thude:

Tén co s& sén xudt thuée: CONG TY TNHH MTV DUQC PHAM LA TERRE FRANCE

Dia chi: L6 B3-1, goc dudng D4-N1, khu cdng nghiép Huu Thanh, Xa Hyu Thanh, Huyén Dic Hoa,
Tinh Long An
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