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TO HUONG DAN SU DUNG THUOC
TEN THUOC: ®¥Ravonol Day
Thuéc nay chi diing theo don thubc
Dé xa tam tay tré em
Doc ki hubng din si dung truwde khi ding

THANH PHAN :
Thanh phan hoat chat: Mdi vién chira:

Paracetamol 500 mg
Phenylephrin hydrochlorid 5mg
Dextromethorphan hydrobromid 15 mg

Thanh phan t4 duoe: Citric acid khan, Maltodextrin, Amidon, PVP K30, Magnesi stearat, Avicel 102,
Sodium starch glycolat (DST—Primojel), Polyethylene glycol 6000, Hydroxypropyl methylcellulose
E-15, Titan dioxid, Sunset yellow lake.

DANG BAO C!ﬂ?l: Vién nén bao phim mau cam, hinh caplet, canh va thanh vién lanh lan.

CHI DINH: Diéu trj triéu chimg cam cim va viém cap tinh duong ho hap trén voi su xuét hién cua cac
tri¢u chimg sau: s6t, dau déu, dau co va khép, dau hong, ho khan, ho kich img, viém miii cép tinh hogic
viém xoang kém theo téac nghén niém mac duomg hé hap trén.

Thudc nay dung cho ngudi I6n va thanh thiéu nién tir 12 tudi tro 1én, ¢o trong lugng co thé trén 40 kg.
LIEU DUNG VA CACH DUNG:

Lidu lrong:

Nguoi lén (bao gom ca nguedi cao tuoi) va thanh thiéu nién tic 15 téi ré lén

Uéng 1-2 vién khi cén thiét, ti da 4 14n trong vong 24 gid, véi khoang céch thoi gian gitra cac lan ding
toi thiéu la 4 gid. ) ,

Ngudi ¢6 trong lugng co thé dudi 60kg nén uong 1 vién mdi lan. Nguoi ¢6 trong lugng co thé trén 60kg
cd the udng t6i da 2 vién mdi lin

Lieu t0i da mot lan 1 2 vién. Lidu t5i da trong 24 gior 1a 8 vién

Thanh thiéu nién tir 12-15 tudi ¢6 cin ngng trén 40 kg

M®bi lan uéng 1 vién cach nhau it nhat 4-6 gio. Liéu tdi da hang ngay 14 6 vién.

Tré em

Thude khong danh cho tré em dui 12 tudi va thanh thiéu nién c6 trong lugng co thé 1én ti 40 kg.
Bénh nhan suy giam chirc nang than

V&i mirc loc cau thén trén 50 ml/phit, khdng cén diéu chinh lidu hogic khoang cich giita céc liéu. Voi
murc loc cau than 50 - 10 ml/phut, cé thé cho t6i da 500 mg mdi 6 gid, véi mirc loc cau than dudi
10ml/phat, c6 the cho toi da 500 mg mdi 8 gid.

Bénh nhan bi suy giam chirc nang gan

Trong bénh suy gan man tinh én dinh, Paracetamol khéng gdy tén thuong gan néu ding ¢ lidu luong
trén. Tuy nhién, khdng nén ding lidu t6i da & nhirg bénh nhén nay va phai tudn tha khodng céch giira
cdc liéu riéng 1é it nhat 14 6 gio.

Cach dung:

Thudc duge ding duong udng

Céc vién thue duge nudt ca vién va nubt véi mot lwong chat 1ong vira du. Néu xay ra vén dé vé tiéu
héa trong qua trinh diéu tri, thude s& duge uéng trong bita din. Thoi gian diéu trj thong thuong 1a 3-5
ngdy. Trong trudng hop ty didu tri, thoi gian diéu trj t5i da 1a 5 ngay.
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CHONG CHI PINH:

* Qué min cam vdi bét ky thanh phin nao ctia thube

* Suy giam chirc nang gan niing, suy gan cép tinh

* Hen phé quan

* Tang huyét ap dong mach, bénh tim mach nghiém trong (vi dy b¢nh tim mach vanh, dau thét nguc)
* Cuong gidp

+ Dai thio duong

* Bénh tang nhan dp goc déng

* Diéu tri bing thudc trc ché MAO va thdi gian it nhét 2 tudn sau khi ngimg thude

» Diéu tr bing thudc chéng trdm cam ba vong, thuée chen beta, thude gdy ton hai chirc ning gan

* Str dung déng thoi véi cac thube cuong giao cam khéc (phenylpropanolamine, pseudoephedrine,
oxymetazoline, ephedrine, methylphenidate)

CANH BAO VA THAN TRONG KHI DUNG THUOC: ‘
Bénh nhén can duoc canh bao khong sir dung dong thai cdc thude tri cam cim va cam lanh khéc, thuoc

thong mili, céc thude kich thich giao cam khac va céc thude chira paracetamol.

Thude Ravonol Day chi nén sir dung cho bénh nhén suy gan nhe dén trung binh va chi theo chi dinh cia
bac si.

Khi sir dung paracetamol cho bénh nhén ¢6 réi loan chirc nang gan hoic bénh nhan sit dung liéu cao
paracetamol trong thoi gian dai, nén kiém tra chic nang gan dinh ky. Véi lidu cao va thoi gian dicu trj
dai, nguy co tic dung phu doc voi gan nghiém trong s& ting Ién rd rét. Nguy co qua liéu cao hon & bénh
nhan méc bénh gan.

Dua trén kinh nghi¢m hau mai vé viée sir dung paracetamol cho thay c6 thé xay ra déc tinh trén gan do
paracetamol ngay ca khi diing liéu diéu tri, dgc bigt 1 khi ding liéu 4 g m3i ngay (lidu diéu trj ti da),
trong thoi gian ngén va & bénh nhan khong ¢6 tén thuong gan truée d6. Ton thuong gan c6 thé xay ra &
liu thdp hon néu c6 sur hién dién ciia ruou hodc khi diing dong thi cac chat gay cam (mg men gan hogc
céc chat gay doc cho gan khéc (xem muc tuong tac, twrong ki cua thude). Udng rugu lau dai lam tang
nguy co nhiém ddc gan do paracetamol va nguy co cao nhdt la & nhirng ngudi nghién ruou man tinh,
can nging sir dung rugu trong thdi gian ngén (12 gi0) trude khi ding paracetamol. Khong duge uéng
ruQu trong sudt qué trinh diéu tri.

Ravonol Day can duoc sir dung cén trong & nhimg bénh nhan c6 thiéu hut enzyme glucose-6-phosphate
dehydrogenase, bénh nhan c¢6 phi dai tuyén tién liét lanh tinh, thiéu mau tan huyét, hen suyén, bénh tim
mach, hgi chimg Gilbert va bénh nhan ¢é ton thuong thén (xem muc liéu dung va cach ding). Khi diéu
trj 1au dai, khong thé loai trir kha nang ton thuong than.

Cén than trong khi ding ddng thdi paracetamol véi flucloxacillin vi 6 nguy co toan chuyén héa ting
khoang tréng anion (HAGMA), dic biét 1a & bénh nhan c6 rdi loan chirc ndng than nghiém trong, nhiém
trung huyét, suy dinh dudng va céc tinh trang thiéu hut glutathion (vi dy: nghién rugu man tinh), ciing
nhu & bénh nhén sir dung lidu i da paracetamol mdi ngay. Can theo di chit ché, bao goém do 5-
oxoprolin trong nudc tiéu.
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Khi diéu tri véi thube chéng dong méu dudng udng va dung paracetamol lidu cao trong thoi gian dai,
ddc biét 1 khi két hop vai dextropropoxyphene hodc codeine, cin kiém tra thoi gian prothrombin.

Céc truong hop lam dung va phu thude dextromethorphan da dugc bao cdo. Can dic biét than trong déi
v6i thanh thiéu nién va thanh nién, cling nhu bénh nhan ¢6 tién sir lam dung thudc kich thich thin kinh
hodc chét gay nghién.

Tdac dung phu nghiém trong trén da:

Khi sir dyng céc san phdm chira paracetamol, da c6 béo cdo vé cic phan tng trén da nguy hiém dén tinh
mang nhu hi chimg Stevens-Johnson (8JS), hoi chimg hoai tir da nhiém doc (TEN) va hdi chimg ngoai
ban mun ma ngoai than cép tinh (AGEP). Bénh nhan cén dugc thong bio vé cac triéu chimg va ddu hiéu
cua nhitng phan (mg nay va phai theo dai cin than sy xuét hi¢n cua cac phan (g trén da. Néu xudt hién
tri¢u chimg hodc ddu hiéu cua SIS, TEN hoac AGEP (vi du: phét ban da tién trién, thuong kém theo
myn nuée hodc ton thuong niém mac), bénh nhén phéi ngirng ngay thudc va tim kiém su gitip dd v té.
Dextromethorphan dugc chuyén héa qua enzyme cytochrome Psso 2D6 (CYP2D6) & gan. Hoat dong
ctia enzyme nay phu thude vao yéu 16 di truyén. Khoang 10% dan s6 noi chung 12 nguoi chuyén hoa
kém CYP2D6, nhimng ngu‘m nay co thé gap phai tac dung rd rét hon va‘hoic kéo dai cua
dextromethorphan. Do dé, can thén trong ¢ nhirng ngudi chuyén hoa kém CYP2D6 hodc & bénh nhan
str dung céc chat irc ché CYP2D6, cin than trong khi sir dung (xem thém muc twong tac, tuong ky cua
thude).

Hoi chirng serotonin:

Khi sir dung dextromethorphan dong thoi véi cac chit serotoninergic nhu cdc thude trc ché tai hap thu
serotonin chon lgc (SSRI), thude e ché su chuyén hoa serotonin (bao gdm ca trc ché monoaminoxidase
(IMAO)), va cic chat tc ché CYP2D6, da ¢o bao cdo vé cac tac dung serotoninergic, bao gdbm sy phat
trién cua hoi chimg serotonin ¢6 kha ning de doa tinh mang (xem muc tuorng tac, twong ky cua thudce).
Hoi chimg serotonin c6 thé bao gom thay doi trang thi tam 1y, su mét én dinh hé than kinh tu chu, cic
bét thudng vé than kinh co va/hodic cac triéu chimg tiéu hoa. Do dé. dextromethorphan khong dugc sir
dung véi IMAO (xem muc chong chi dinh). Can than trong d6i voi bénh nhin sir dung céc thude
serotoninergic khac.

Néu nghi ngd ¢6 hoi chirng serotonin, can ngirng diéu tri vi thude Ravonol Day

Do6i twegng tré em:

San phim khong dugc sir dung cho tré em dudi 12 tudi va thanh thiéu nién ¢é can ndng dudi 40 kg.

SU DUNG CHO NGU'GI MANG THAI VA CHO CON BU:
Sir dung cho ngudi mang thai: Paracetamol di qua hang rao nhau thai. Mt lugng 16n dir lidu & phy

nir mang thai khong cho thay doc tinh géy di dang hodc tac dung dgc hai d6i véi thai nhi/tré so sinh.
Két qua nghién ciru dich t& hoc vé sy phat trién than kinh & tré phoi nhiém vai paracetamol trong tir
cung chua thuyét phuc. Dir lidu vé swran toan cua dextromethorphan va phenylephrin trong thai ky con
han ché.

Phenylephrine c6 thé gay tang huyét ap & me hodc lam giam lugng méu cung cép cho tir cung. Khong
nén sir dyng Ravonol Day khi mang thai.
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Sitr dung & phu nir cho con bi: _ _ ‘ '
Trong thoi gian diu trj ngan han bing paracetamol, khong can thiét phai ngimng cho con b, mién 1a tré

so sinh dugc theo doi can than. Khéng c6 dir lidu vé viéc sir dung dextromethorphan trong thoi ky cho
con b.

Phenylephrin lam gidam san xuét sita & dong vat, do d6 khong phu hop dé sir dung trong giai doan dau
clia qué trinh tiét sira, khi dang cho tré b, diic biét 1a déi voi tré so sinh va tré sinh non.

Do khéng ¢6 dir liéu vé viée sir dung céc thanh phan phéi hop trong thoi ky cho con b, viée sir dung
thude nay khéng duge khuyén nghi. Thay vao dé, nén wu tién cde thude don thanh phén da duoc chirng
minh I4 an toan trong giai doan cho con bi.

TAC DUNG CUA THUOC KHI VAN HANH MAY MOC TAU XE:

Ravonol Day khéng ¢6 hoac anh hudng khong dang ké dén kha ndng lai xe hodic vén hanh mdy méc. Tuy
nhién, & nhimg bgnh nhan nhay cam, n6 c6 thé gay ra téc dung phu (dau ddu, mét moi, kho chiju, chéng miit)
¢6 the anh hudéng xau dén kha nang nay. Néu nhimg tinh trang nhu vay xay ra & bénh nhan, nén tranh cac
hoat dong doi hoi phan (mg nhanh va phoi hop véan dong (vi du nhu 14i xe, van hanh may moce, lam viée & do
€ao, v.v.).

TUONG TAC, TUONG KY CUA THUOC:

Cdc két hop chéng chi dinh:

* IMAO (thude irc ché monoamin oxidase): IMAO lam tang tac dung cua phenylephrine. Chong chi
dinh sir dyng thudc nay & nhimg bénh nhan dang dang hogc di dung IMAOs trong vong hai tuan (xem
phin chéng chi dinh).

* Tic dung dbi khing véi thube ha huyét ap: Phenylephrine ¢6 thé lam giam hiéu qua ha huyét ap
cia cic thude chen beta, thube ha huyét dp, methyldopa va reserpine. Vige sir dung déng thoi
phenylephrine véi cac thuoe nay cé thé gdy ra con tiing huyét 4p nghiém trong.

* Tang tic dyng khang cholinergic: Phenylephrine ¢6 thé lam tang cac tac dung khéang cholinergic
cta thuée chdng trdm cam ba vong.

* Tuong tic véi cic chat kich thich giao cam khic: Phenylephrine c6 thé twong tac vdi cc chét kich
thich giao cam va thuée co mach khac (nhu phenylpropanolamine, pseudoephedrine, oxymetazoline,
ephedrine va methylphenidate), din dén co mach va’hodic con tang huyét ap nghiém trong. Do dé, viéc
st dung ddng thoi Ravonol Day véi cac chat kich thich giao cam khac 1a chdng chi dinh (xem muc
chdng chi dinh).

Paracetamol

Tée dd hép thy paracetamol c6 thé ting khi sir dung metoclopramid hodic domperidon, trong khi
cholestyramin c6 thé lam giam su hép thy & rudt cia paracetamol va c6 kha nang lam giam hiéu qua cua
paracetamol néu dugc str dung ddng thdi. Théng thuong, can ¢6 khoang cach it nhat 2 gits gitra viée
dung cholestyramin va paracetamol.

Nguy co' nhiém dfe paracetamol c6 thé ting & bénh nhan s dung céc thude c6 kha nang gay doc cho
gan hodc céc chat lam tang hoat dong enzym chuyén hoéa cytochrom Psso (CYP450), vi du nhu mot sb
thude chdng dong kinh (nhur glutethimid, phenobarbital, phenytoin, primidon, carbamazepin, topiramat),
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barbiturat, thudc irc ché MAO, thube chéng trdm cam ba vong, cdy ban du ( St John's-wort), rifampicin
va ruou. Qua trinh kich thich chuyén héa nay lam ting san xuét chat chuyén héa oxy héa ¢é tinh doc
cho gan ctia paracetamol. Céc tac dung doc hai déi voi gan s& xay ra khi chat chuyén hoa nay vuot qua
kha niing lién két binh thuong ciia glutathion.

Téc dyng chong ddng mau ciia warfarin hodc cc chit déi khang vitamin K khéc c6 thé ting lén, kém
theo nguy co chdy mau cao hon khi sir dung paracetamol hang ngay trong thoi gian dai véi nhirng thude
nay. Tuy nhién, nhimg tuong tac nay khong cé y nghia lam siang néu paracetamol dugc sir dung theo
liéu lugng va thoi gian diéu tri khuyén cdo. Bénh nhan dung paracetamol va chit déi khang vitamin K
nén dugc theo doi dé dam bao dong mau va tranh bién chimg chay mau.

Khi sir dyng dong thoi paracetamol véi flucloxacillin, can thin trong, vi viée dung chung nay di dugc
lién két vi tinh trang nhim toan chuyén héa véi khoang tréng anion cao, diic biét & bénh nhén ¢6 cac
yéu t6 nguy co (xem muc canh béo va than trong khi ding thude).

Probenecid anh huéng dén su bai tiét va ndng do trong huyét tuong cua paracetamol. Sir dung dong
thoi paracetamol va zidovudin cé thé lam tang nguy co phat trién tinh trang giam bach ciu trung tinh
va doc tinh trén gan. Vi vdy, nén can nhic ky lgi ich va nguy co truée khi ding chung véi zidovudin.
Dung chung paracetamol va lamotrigin di duoc ghi nhén lam giam hiéu qua cua lamotrigin do ting
d thanh thai ¢ gan.

Sir dung dong théi paracetamol va thuée NSAID (dac biét 1a axit acetylsalicylic) véi lidu cao trong
thoi gian dai lam tang nguy co bénh thén do cac téc dung phu trén than.

Swr dung paracetamol va rugu lau dai ¢é thé anh huéng tiéu cuc dén chire nang gan. Udng ruou trong
qua trinh diéu trj paracetamol dan dén viéc tao ra chét chuyén héa déc, gay hoai tir té bao gan va ¢6 thé
dan dén suy gan.

Phenylephrin

Viée sir dung dong thoi paracetamol voi glycosid tim lam tang nguy co rdi loan nhip tim.

Viée sir dung ddng thoi véi vinka-alkaloid. dihydroergotamin va methylergometrin khong dugc khuyén
khich, vi c6 thé lam tang nguy co ngd dde ergotamin va cac téc dung co mach.

. Cic thude chen alpha ding dé diéu tri tang huyét dp hogc ting san lanh tinh tuyén tidn liét co
thé déi khang véi tac dung trén thy thé alpha nhung khong anh huong dén thy thé beta, do d6 ¢6 thé 1am
ting nguy co ha huyét 4p va nhip tim nhanh.

. Phenylephrin c6 thé twong tac bét loi véi cac thuée gidn mach.

. Atropin ngén chin nhip tim cham phan xa (bradykardie) do phenylephrin giy ra va lam tang
phan img tang huyét ap ddi vi phenylephrin.

Dextromethorphan

Dextromethorphan c6 thé |am tang nguy co ngd doc serotonin (hoi chimg serotonin), déc biét khi duoc
str dung ciing véi cac thude serotonergic khac nhu IMAO hogce SSRI. Pac biét, viée didu tri trude do
hodic ddng thi véi céc thude lam gidn doan qué trinh chuyén hoa serotonin, nhu céc thube chéng trim
cam logi IMAO, c6 thé dan dén h¢i chimg serotonin (xem muc chéng chi dinh va canh béo va than trong
khi diing thudc).
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+  Khi diing dong thi véi cac thude tre ché hé than kinh trung vong (CNS), tac dung ctia cac thude
ndy c6 thé dugc tang cudng.

*  Dextromethorphan khéng nén dugc két hop véi thude long dom.

Tac dong cua cic chit ire ché CYP2D6

Dextromethorphan dwgc chuyén héa qua enzym CYP2D6 va c6 qué trinh chuyén héa ban diu dang ké.
Viée diing dong thoi véi cac chét irc ché manh CYP2D6 c6 thé 1am ting nong do dextromethorphan
trong co thé 1én nhiéu lan so véi mirc binh thudng, 1am ting nguy co cic tac dung doc hai, nhu:

*  Kich dong, I 1an, run ray, mét ngu, tiéu chay va suy ho hap, ciing nhu nguy co hdi ching serotonin.
Cac chit tre ché manh CYP2D6 bao gdm:

*  Fluoxetin, paroxetin, chinidin va terbinafin.

«  Khi ding dong thoi voi chinidin, néng do dextromethorphan trong huyét tuong c6 thé tang lén 6i
20 lan, ddn dén tang cac tac dung phu trén hé than kinh trung uong (CNS).

Céc thude khac cling ¢6 tac dung tuong ty trén qua trinh chuyén héa dextromethorphan bao gom:

* Amiodaron, flecainid, propafenon, sertralin, bupropion, methadon, cinacalcet, haloperidol,
perphenazin va thioridazin.

Néu céin thiét phai sir dung ddng thoi cic chit tre ché CYP2D6 va dextromethorphan, bénh nhén cin
dugc theo ddi va giam liéu dextromethorphan néu cin thiét.

TAC DUNG KHONG MONG MUON (ADR):

Cac tac dung khéng mong muédn khi sir dung san pham véi lidu didu tri khuyén cdo thudng xay ra tam
thoi va dién bién 1am sang nhe.

Déi véi rdi loan mau va vang da, dugc liét ké trong s6 cac tac dung phu cua paracetamol, mdi quan hé
nhin qua lién quan dén paracetamol khéng phai lic ndo ciing duge chimg minh.

Phenylephrine ¢6 thé géy ting huyét ap kém theo dau dau, chong mat, non mira, tiéu chay, mat ngu va
hiém khi danh trong ngye. Nhimg téc dung ndy hiem khi duoc ghi nhan khi str dung lidu didu trj cua
phenylephrine.

Nhirc dau, rung giat nhan cdu va suy giam kha ndng phat ém da duoc quan st thdy & liéu
dextromethorphan cao hon.

Béng sau day tom tit cac tic dung phuy cuia timg hoat chét, dugc chia thanh cdc nhém theo thuat ngit cua
MedDRA, cho biét tan suét xudt hién: rit phé bién ( > 1/10): thuong gap (> 1/100 dén < 1/10); khong
phd bién (> 1/1.000 dén < 1/100): hiém (> 1/10.000 dén < 1/1.000); Rat hiém (< 1/10.000), khong rd
(khong thé xac dinh tir dir ligu ¢6 sin):

Tdc dung khong mong muén ciia paracetamol

Phén loai co quan theo hé thong MedDRA Tan suét Cic tac dung khéng mong mudn

Ro6i loan hé 1h6ng mau va bach huyét Rét hiém Mat bach cau hat, giam bach cau. giam
bach cau trung tinh, gidm toan thé

£ 2 .y A 2
huy@t cau, giam tiéu cau

Réi loan hé mién dich Khong rd Soc phan vé, phu mach
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R6i loan hé ho hédp, ngye va trung that Rat hiém Co that phé quan
R6i loan gan va dudng mat Rat hiém Bénh vang da
Khong ro Viém gan tiéu té bao, c6 thé dan dén
suy gan cép tinh
R&i loan chuyén héa va dinh dudng Khéng ro Nhiém toan pyroglutamic, & bénh
nhdn ¢6 yéu t§ nguy co suy giam
glutathione
R6i logan da va md duéi da Hiém Phan tmg dj (mg da, phat ban
Rat hiém Hoai tir biéu bi nhidm doc (TEN), hoi
chimg Stevens-Johnson (SJS), ngoai
ban mun mu toan thin cdp tinh
(AGEP), ban do, may day, hong ban
nhiém séc ¢d dinh (xem phin canh béo
va than trong khi sir dung)
Tidc dung phu ciia dextromethorphan
¢ thong co quan theo phan loai MedDRA Tén suit Tae dung phy
ROi loan hé mién dich Khong ro Phan img di (mg da nhu phét ban ngira,
ndi mé day, phat ban ¢b dinh do thuéc,
phii mach, séc phan vé
R4i loan tam than Thudng gap L1 1an
It phd bién hon | Phat am kém
Khong rd Ao gidc
R&i loan than kinh Rat pho bién Buon ngii, cam thdy ngdt xiu, chong
mét
' Thuong gap Dau diu
Khdong rd Loan truong luc co, dac biét & tré em.,
rung gidt nhan céu
R&i loan tiéu hoa Rit hiém Nén mira, tiéu chay
Ri loan chung va tai cha Thudng gap Mét moi, khé chiu
Tdc dung phuy cia phenylephrin
H¢ thong co quan theo phan loai MedDRA|  Tan suit Téc dung phy
Roi loan tim Rat hiém Dénh trong ngure, suy tim (lién quan dén
bénh tim), nhdi m4u co tim, dau ngyc
R&i loan hé thin kinh Thudng gip Pau dau N
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Khong r& Bon chon, lo Iing, suy nhuec, co giat, di |
cam, run
ROi loan tiéu hoa Rét hiém Nén mira, tiéu chay
Roi loan mach Rt hiém Tang huyét 4p*
Khong rd Co mach lam giam luu lugng méu dén

cdc co quan quan trong (thudng xay ra
0 bénh nhan giam thé tich), ngoai vi
lanh, xudt huyét ndo (thudng & lidu cao
hodc & nhitng ngudi nhay cam)

Roi loan tAm than Thuong gap Mt ng, chéng mit (quay cudng)
Khong ro R6i loan tam thin, 4o giac

R6i loan chuyén hoa va dinh dudng Khéng rd Tang dudmg huyét

Roi loan hé hap, ngue va trung that Khong rd Kho tha, phu phéi (thudng & lidu cao
hodc & nhitng ngudi nhay cam)

Roi loan da va mé dudi da Khong rd Xanh xao, ndi da ga, tang tiét mod hoi, |
ban do

Xét nghiém Khéng rd Ha kali mau, nhiém toan chuyén hoa, |

tang cung lugng tim

*Khi tiém tinh mach phenylephrine, taing huyét ap 6 thé gdly ra nhip tim cham phan xa.

Téc dung phu chi tiét do twong tic véi céc san phiam thude khac duge mé ta trong phan tuong tac, twong
ky cta thube

Thong bdo cho bac sy hodc dwpc sj nhitng tdc dung khong mong muon 84dp phai khi sir dung thuéc.
QUA LIEU VA CACH XU TRi:

Paracetamol

Qua liéu paracetamol véi lidu tuwong dbi thép (8-15 g tuy theo trong lugng co thé bénh nhén) c6 thé din
dén tdn thuong gan nghiém trong va doi khi Ia hoai tir éng than c4p tinh.

Trigu chimg: Trong vong 24 gid, ¢6 thé xuét hién tri¢u ching budn ndn, nén, chan an, da nhot nhat, mét
moi va dé md héi. Dau bung ¢6 thé 12 ddu hiéu dAu tién cua tdn thuong gan, xuét hién trong vong 24
gidr du. Hogi tir té bao gan c6 thé xay ra, din dén suy gan, xuat huyét tiéu héa, bénh nio. hon mé va c6
thé géy tir vong. Bién chimg cua suy gan bao gdm nhiém toan chuyén hoa, phii ndo, cac bidu hién xuat
huyét, ha duong huyét, ha huyét 4p, nhiém tring va suy than. Sau 12 dén 48 gir tir khi qua liéu cAp tinh.
mure d§ transaminase gan, lactate dehydrogenase va bilirubin tang lén, cung voi sy gidgm cda mirc do
prothrombin.

Viéce kéo dai thdi gian prothrombin 14 chi bao cua sy suy giam chirc nang gan, vi vdy cin theo ddi chi
s6 nay. Nhimg bénh nhin, bao gbm ca ngudi gia va tré em, sir dung thude cam ung enzyme (nhu
carbamazepin, phenytoin, barbiturate, rifampicin) hodc c6 tién sir nghién ruou, dé bi ton thuong gan
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hon. Suy thén cdp tinh c6 thé Xay ra ngay ca khi khéng ¢6 ton thuong gan nghiém trong. Nhirng dau
hi¢u khéc cua ng dc bao gom ton thurong co tim, viém tuy va giam toan thé huyét cau.

X tri qud liéu: Cin phai nhdp vién. Gay non, rira da day, dic biét néu paracetamol dugc udng trong
vong chua ddy 4 gio, sau d6 cin ding methionin (2,5 g ubng), tiép theo 1a céc bién phap hd tro. Viée
dung than hoat tinh dé giam hap thu qua dudng tiéu héa la con tranh cai, Khuyén céo theo ddi ndng dé
paracetamol trong huyét thanh sau 4 gid hodic mudn hon sau khi udng (nf‘mg d trude do khong dang tin
cly). Chét giai doc dic hi¢u acetylcystein cin duoc sir dung trong vong 8-15 gid sau ngd doe, mic du
hiéu qua t6t cling da duge quan sat khi str dung mudn hon. Acetylcystein thuong duge tiém tinh mach
cho ca ngudi I6n va tré em trong dung dich glucose 5% véi lidu 150 mg/kg trong lugng co thé trong 15
phit diu. Sau dé 13 50 mg/kg trong dung dich glucose 5% trong 4 gid, va tiép tuc 100 mg/kg dén gidy
thir 16 hodic 20 sau khi bt ddu diéu tri. Acetyleystein ciing c6 thé dugc dung ubng trong vong 10 gies
sau khi udng lidu doc hai paracetamol véi lidu 70—140 mg/kg, ubng ba lin mi ngay. Trong trudng hop
ngd doc rdt ndng, c6 thé can thuc hién thim phén méu hogc thim phan mau qua mang.

Phenylephrin

Trigu chimg: Qua liéu phenylephrine c6 thé gay kho chju, nhire dau, tang huyét ap va déi khi rdi loan
nhip tim. N6 ciing c6 thé gdy budn nén va non. Cc triéu chimg dy kién ciia viéc qud liéu phenylephrine
2 cac ddu hiéu kich thich qud mirc hé than kinh giao cam, bao gom céc tic dung 1én hé tim mach nhu
huyét p cao (tiép theo 1 suy thét teai hodic phi phéi, dic biét & tré em, hofic chay mau ndo), thidu méu
co tim, giam luu lugng mau dén cic co quan quan trong, ¢6 thé kém theo giam tudi méau thén va giam
lugng nude tiéu cling véi toan chuyén héa; né ciing 6 thé ting cuong cong suét tim do ting sirc can
dong mach ngoai vi; téc dung co mach nghiém trong c6 kha ning xay ra hon & nhimg bénh nhan bj giam
thé tich méu va nhip tim chdm nghiém trong. Viéc sir dung l4u dai co the gdy giam thé tich huyét trong.
Xir tri: Dicu tri trigu ching phai pht hop véi cae bidu hién lam sang.

Dextromethorphan

Triéu ching: Qua liéu dextromethorphan ¢é thé lién quan dén budn non, chéng mat, mét mai, non,
chimg loan truong luc co, kich dgng. 1 I3n, budn ngii. mé sang, nhay mét khong tur chu, doc tinh tim
(nhip tim nhanh, ECG bt thuémng bao gbm kéo dai khoang QTc), mat phéi hop dong tac. tim thin loan
ddc voi ao gidc thi gidc, sy dé kich thich qua mire (xem myc tac dung khong mong muén ADR).

Trong trudng hop qud liéu ning, co thé quan sét céc trigu chimg sau: hon mé, suy hé hép, co giat.

Xik tri: DGi véi bénh nhan khéng 6 triéu chimg, nhirg ngudi da dung liéu qua mirc trong vong mot
gid trude do, c6 thé cho udng than hoat tinh.

»  DGéi véi bénh nhén da dung dextromethorphan va dang trong tinh trang an than hodc hén mé, ¢6 thé
xem xé€t viée sir dung naloxone véi lidu lugng thong thudng dung trong didu tri qué lidu opioids.

*  C6 thé st dung benzodiazepine trong trudmg hop co gidt va benzodiazepine két hop v6i lam mat
ngoai co thé trong trudng hgp tang nhiét do do hoi chimg serotonin.
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DUQC LUC HOC:

Nhém tic dung dwge ly: Paracetamol két hop véi céc thube khac (khéng bao gém thuée huéng tim
than).

Ma ATC: NO2BES|

Téc dung cia Ravonol Day duorc tao nén nhé sy két hop gitra tac dung giam dau ha sét cia paracetamol
tac dung chéng ho cua dextromethorphan va tac dung thong mili cua phenylephrme

Paracetamol c6 thé hoat dong bing cich (rc ché enzyme cyclooxygenasc & cap d6 hé than kinh trung
wong. Co ché ndy ngan chin viée san xudt prostaglandm gdy dau va sdt. Tac dung giam dau bét diu xuét
hién sau 1/2 gi¢ sau khi uéng, tac dung ha sbt tdi da dat duoc sau 2-4 gio. Tuy thude vao lidy lwong, tac
dung ha sét va giam dau thuong kéo dai 4 - 6 gio sau khi udng.

Bén chit tac dung chéng ho cua dextromethorphan chua hoan toan ro rang nhung chic chin rdng n6
khong hoat dng théng qua co ché opioid. Po 1a su (e ché con ho bang co ché trung uwong, mét trong
nhimg kha ndng co thé la do tac dong cta thy thé glutamate.

Phenylephrine 12 mét tac nhan giéng giao cam, ¢6 tac dung lam giam sung huyét mang nhay va ting
huyét ap ma khong ¢6 tac dung dang ké nao khac cua ephcdrme (nhip tim nhanh, hung phén). N6 1a mot
chét chu vén chon loc cia cac thu thé al- -adrenergic, mét s tac gia cling cho ring né ¢o tac dung chu
van yéu d6i véi cac thu thé adrenergic khic.

DUQC PONG HOQC:

Paracetamol dugc hip thu nhanh tir dudmg tiéu hoa, dat nong do dinh trong huyét tuong sau 0,5-2 gio.
Sinh kha dung tuyét déi khoéng 80% va khong phu thude vao lidu khi ding & lidu diéu tri thong thuong
(5-20 mg/kg). Thude khong gin véi protein huyét tuong. Thé tich phan bé khoang 0,9 I/kg. Thoi gian
ban thai trong huyét tuong dao dong tir 1-3 gid va khong bi anh hudmg boi tudi tac. Paracetamol dugc
chuyén héa & gan va bai tiét qua nude tidu chu yéu dudi dang lién hop glucuronid va sulfat. Khi qua
liéu, xdy ra bdo hoa chit chuyén héa chinh Ia N-acetyl-p-benzoquinonimin théng qua lién hop véi
glutathion. Diéu nay ddn dén tich tu chit nay va c6 kha ning gy ton thuong gan.

Dextromethorphan khi uong trai qua chuyén hoa bude diu nhanh va rong rdi & gan. Do qua trinh
chuyén héa tién hé thong, ndng do trong huyét twong rat bién dong. O gan, chat chuyén hoa chinh va cé
hoat tinh |4 dextromethorphan, chiju tréch nhiém cho phan lém téc dung ctia dextromethorphan. Hiéu qua
lam sang tdi da c6 thé quan sat duoc tir gio thir 5 dén gid thir 6 sau khi dung thube. Thoi gian ban thai
sinh hoc cta dextromethorphan la tir 1.5 dén 4 gio, trong khi cuia dextromethorphan la tir 3,5 dén 6 gio.
Yéu t6 quyét dinh chinh dén dugce dong hoc cua dextromethorphan & ngudi tinh nguyén la qua trinh O-
demethyl hoa (CYP2D6) dugc kiém sodt boi gen. C6 vé nhur ton tai cic kiéu hinh khac nhau cua qua
trinh oxy hoa ndy, dan dén sy bién doi Ion vé dugc dong hoc & cic ca nhan khac nhau. Dextro methorphan
khéng chuyén héa va ba chét chuyén héa dang morphinan da bi khir methyl 1a dextrormethorphan (con
duge goi 1 3-hydroxy-N-methylmorphinan), 3 -hydroxymorphinan va 3-methoxymorphinan dugc xéc
dinh du6i dang lién hop trong nude tiéu. Chét chuy én héa chinh cia dextromethorphan la dextrorphan,
cling ¢ tdc dung nhu mét thude giam ho. O mot sb nguoi, qué trinh chuyén héa din ra cham hon, din
dén dextromethorphan khéong bién déi chiém wu thé trong mau va nudc tiéu.
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Phenylephrine dugc hdp thu khong déu tir duémg tiéu hoa va trai qua qua trinh chuyén hoa tién hé théng
dang ké (60%). Nong do i da trong huyét twong dat duoc sau 1 dén 2 gitr. Chi mot luong réit nho ciia
lidu dung di qua duogc hang rdo méu ndo. Khéng c6 chit chuyén héa c6 hoat tinh duoc Iy néo cia
phenylephrine duoc ghi nhén. Thoi gian ban thai sinh hoc ctia phenylephrine 14 tir 2 dén 3 gio.

Dugc djpng hoc & bénh nhén suy giim chirc ndang gan/thin:

- Paracetamol: Tinh trang suy giam thai trir paracetamol xuat hién ¢ bénh nhan viém gan, trong khi nong
do dinh trong huyét tuong khong bi anh huéng. Cac chat chuyén héa sulphat va glucuronid ciia
paracetamol dugc tich Iily nhiéu & bénh nhan suy than.

- Phenylephrine: Khong ¢6 dir lidu vé dong hoc & bénh nhén suy than. Tuy nhién, vi chi 16% lidu udng
ctia phenylephrine dugc bai tiét duéi dang khong ddi qua nuée tidu trong vong 24 gid, ngudi suy giam
chire nang thén ¢6 nguy co giam thanh thai thude dang ké, gdy nén kéo dai thoi gian bén thai va tang tac
dung khdng mong muén.

Vi phenylephrine dugc chuyén héa & mae do 1on hon & lidu udng qua thanh rudt va mot phan thdp hon
& nguoi suy gan do udng nén khong ¢6 kha ning din dén nhing thay déi I6n khi ding duong uéng.

- Dextromethorphan: Chua cé nghién ctru cu thé nao vé dextromethorphan & ngudi suy thin va suy gan.

Dugc dpng hoc 6 nguwoi cao tusi:

- Paracetamol: Nong do paracetamol trong huyét twong khong bi anh huéng bai tudi. Cac chit chuyén
héa sulphat va glucuronid ciia paracetamol tich Ity & mirc d§ thap & nguoi cao tudi déi chimg. Nira doi
thai trir trung binh 13 2,7 gitr va khong lién quan dén tudi hodic gidi tinh.

Thé tich phan bé gidm theo tudi & ca hai gi6i. DY thanh thai paracetamol ¢6 xu hudng giam theo tudi &
ca hai giéi, nhung sy khéc biét ¢6 y nghia ti¢ém cén quan trong.

- Phenylephrin: Rat it dit liéu c6 sin vé duoc dong hoc ciia phenylephrine & nguoi cao tudi. Trong mot
nghién ciru, thoi gian ban hiy quan sat duoc 1a 8,1 gitr dai hon khodng 45% & ngudi cao tudi va thé tich
phan bo rd rang cao hon khoang 25%.

- DextrO{netharp!]an: Chl.'ra ¢6 nghién clru cu thé nao vé dextromethorphan & ngudi cao tudi

QUY CACH PONG GOI: Hop 10 vix 10 vién, hop 25 vi x 4 vién

BAO QUAN: Noi khé mat, nhiét do khéong qua 30°C, tranh énh séng

TIEU CHUAN AP DUNG: TCCS.

HAN DUNG: 36 thang ké tir ngay sin xuit. :
Tén va dia chi co'sé sin xudt: CONG TY CO PHAN DUQC PHAM TRUONG THQy
Try sé: 93 Linh Lang - Phuong Céng Vi - Quan Ba Dinh — Thanh phd Ha Noi
Dién thoai: 024.37666912

Dia chi nha méy: Chi nhanh Céng ty ¢é phn duge pham Truong Tho: Lo M1 — Puong N3 — Khu Cong
nghi¢p Hoa Xa — Phuong Loc Hoa — Thanh phé Nam Dinh — Tinh Nam Dinh

Di¢n thoai: 0228.3670733
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