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MIDORHUM®

Thudc bén theo daon i
D€ xa tam tay tré em /ﬁ/ /:T

Doc ky hudng din Sl!ir.l )‘/m‘w%hg
Thong béo ngay cho | % ~__."xﬁoéHﬁfd§Jv nhitng tac dung khéng mong mudn gap phai khi sir
%

dung thudt W= &
iz
1. THANH PHAN CONG THUC THUOC: M3i vién nén bao phim chita:
Hoat chat:
— Acetaminophen.......o. ... ...000 mg
— Loratadin... ..o Mg A
- Dextromethorphan hydrobromld 15 mg gf/

Td duge: Tinh bt ngo, tinh bt tién hd hod, povidon K30, gelatin 150, natri starch glycolatf{ (1
silic oxyd dang keo khan, magnesi stearat, talc, opadry Il white, green lake. 2

2. DANG BAO CHE: Vién nén bao phim e

3. QUY CACH DBONG GO!I:
Hop 10 vi x 10 vién nén bao phim.

4. DUQC LUC HOC
Nhém dugc ly va ma ATC:
- Acetaminophen: Thudc giam dau, ha s6t; NO2BEO1. /
- Loratadin: Thudc khdng histamin, d6i khang thu thé Hy; RO6AX13
- Dextromethorphan HBr: Thudc gidm ho khan; RO5DA09.
Acetaminophen 1a chat chuyén héa co hoat tinh clia phenacetin, c6 téc dung gidm dau biing »
cdch ngdn chdn sy phat sinh xung dong gdy dau & ngoai vi. Thudc co tac dung ha sét bang N\
cach (c ché trung khu diéu nhiét ving dudi ddi. Acetaminophen 1 thudc gidm dau — ha sét ¢co
thé thay th& aspirin, tuy vay acetaminophen khong c6 higu qua diéu tri viém. Vi liéu ngang nhau,
acetaminophen c6 tic dung giam dau ha sot tuong tu nhu aspirin. Acetaminophen 1am giam thén
nhiét & ngudi bénh s6t nhung hiém khi lam gidm than nhiét & ngudi binh thudng. Acetaminophen,
véi liéu diéu tri, it tic dong d&n hé tim mach va hd hap, khdng lam thay déi can béng acid — base,
khong gy kich (ng, xubc hodc chdy mau da day nhu khi dung salicylat. Khi ding qué liéu
acetaminophen, chét chuyén ho4 N-acetyl-p-benzoquinonimin gay doc ning cho gan.
Loratadin 1a thudc khang histamin 3 vong, c6 tac dung doi khang chon loc trén thu thé H;
ngoai bién va khdng co tdc dung lam Gc ché hé than kinh trung uong. Loratadin c6 tdc dung
lam nhe b6t triéu ching clia viém miii di ng, ngta va néi may day do gidi phéng histamin.
Loratadin thudc nhém thudc ddi khédng thu thé histamin Hy th& hé thd 2 (khong gy bubn
ngll).
Dextromethorphan hydrobromid 1a thubc gidm ho ¢6 tc dung Ién trung tdm ho & hanh nao.
Dextromethorphan khong c6 tdc dung gidm dau va néi chung rat it tic dung an thén.
Dextromethorphan dugc dung gidm ho do kich thich nhe & ph& qudn va hong nhu cdm lanh
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. thong thudng hodc hit phai cac chét kich thich. Dextromethorphan c6 higu qud nhat trong diéu
tri ho man tinh, khdng c6 dom.

. DUGC BONG HOQC
Acetaminophen dugc h&p thu nhanh va hdu nhu hoan toan qua dudng tiéu héa. Thiic &n gidu
carbon hydrat lam gidm ty 18 h4p thu clia acetaminophen. Nong do dinh trong huyét tuong dat
trong vong 30 dén 60 phit sau khi udng v6i liéu diéu tri. Acetaminophen phan bd nhanh va
déng déu trong phén I6n cdc md clia co thé. Khodng 25% acetaminophen trong mau k&t hgp
v6i protein huy&t tuong. Thoi gian béan théi clia acetaminophen 13 1,25 - 3 gid, c6 thé kéo dai
v6i liéu gay doc hodc & ngudi bénh co thuong t6n gan. Sau liéu diéu tri, c6 thé tim thdy 90
dé&n 100% thudc trong nuGc tiéu trong ngdy th nhét, chl y&u sau khi lién hgp trong gan voi
acid glucuronic (khodng 60%), acid sulfuric (khodng 35%) hodc cystein (khodng 3%); ciing
phat hién thdy mot lugng nhd nhiing chat chuyén héa hydroxyl - héa va khif acetyl. Tr nho it
kha ndng glucuro lién hgp véi thudc hon so véi ngudi I6n. Acetaminophen bi N-hydroxyl héa béi
cytochrom Paso dé& tao nén N-acetyl-benzoquinonimin (NAPQ), mot chat trung gian c6 tinh
phan (ing cao. Ch4t chuyén héa ndy binh thudng phan (ing véi cic nhém sulfhydryl trong
glutathion va bi khit hoat tinh. Tuy nhién, néu ubng liéu cao acetaminophen, ch4t chuyén héa
nay dugc tao thanh v6i lugng di dé 1am can kiét glutathion clia gan; trong tinh trang dé, chét
NAPQ khong dugc lién hgp véi glutathion gdy doc cho t& bao gan, din dé&n viém va co thé
dan dén hoai tir gan.
Loratadin h&p thu nhanh sau khi ubng, tic dung khdng histamin clia thudc xudt hién trong
vong 1-4 gio, dat t0i da sau 8-12 @it va kéo dai hon 24 gio. Nong do cla loratadin va
descarboethoxyloratadin (desloratadin) dat trang thai 6n dinh & phdn 16n ngudi bénh vao
khodng ngay thit ndm dung thudc. Nong do dinh trong huyét tuong trung binh clia loratadin va
chat chuyén hda c6 hoat tinh clia né (desloratadin) tuong tng 1a 1,5 va 3,7 gid. Sinh kha dung
clia thudc ting va thdi gian dat ndng do dinh bi kéo dai bdi thiic dn. 98% loratadin lién két vGi
protein huy&t tuong. Thdi gian ban thai clia loratadin la 8,4 gid va clia desloratadin la 28 gid.
Thoi gian ban thai cla thusc bién ddi nhiéu gilia céc ca thé, khong bi &nh hubng bdi uré mau,
ting I1&n & ngudi cao tudi va ngudi xo gan. DY thanh thai clia thubc 1a 57-142 mi/phit/kg va
khong bi anh hudng bdi uré mau nhung gidm & ngudi bénh xo gan. Thé tich phan b3 cla
thuéc 12 80-120 lit/kg. Loratadin chuyén héa nhi€u khi qua gan 14n ddu bGi hé enzym
microsom cytochrom Pyso chli y&u thanh desloratadin, Ia chét chuyén héa c6 tic dung dugc Iy.
Khoang 80% t6ng liéu clia loratadin bai tiét ngang nhau ra nudc ti€u va phan dui dang chét
chuyén héa, trong vong 10 ngay. Loratadin va desloratadin vao siia me va dat nong do dinh
tuong duong véi ndng do thudc trong huyét tuong. Khong qua hang rao méu — ndo & liéu thong
thuding.
Dextromethorphan dugc hdp thu nhanh qua dudng tiéu hoa va co tac dung trong vong 15-30
phit sau khi udng, kéo dai khodng 6-8 gid. ThuSc dugc chuyén hda & gan va bai tiét qua nudc
tifu dudi dang khong ddi va cac chat chuyén hoa demethyl, trong s6 d6 c6 dextrorphan ciing
c6 tac dung giam ho nhe.
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. CHi BINH
Diéu tri cac triéu chiing trong cam lanh va cdm cam nhu: Dau nhic nhe, nhiic ddu, sét, ho, s8

miii, h4t hoi, m&n ngla, chdy nuéc mat.

. CACH DUNG, LIEU DUNG

Céach ding: Dung dudng udng. Udng vién thube véi 1 cbc nubc.

Liéu ding:

Nguoi I6n va tré em tr 12 tudi trd Ién: Usng 1 vién/ldn x 2 l4n/ngay.

Tré em tu 6 - 11 tudi: Usng 1/2 vién/ldn x 2 14n/ngay.

Suy gan hodc suy thdn: Udng 1 vién/ldn x 1 14n/ngay hoic ubng cach ngay.

. CHONG CHi DINH

Man cdm da biét v6i bat ky thanh phin nao cla thudc.

Suy gan ndng.

B&nh nhédn dang diéu tri v6i thudc IMAO

Tré em duti 6 tudi

. LUU Y VA THAN TRONG

- Thén trong va canh bao d3c biét khi s dung thudc chifa hoat chat acetaminophen: Béc
ST cdn canh bdo bénh nhan vé céc diu hiéu clia phan (ing trén da nghiém trong, c6 kha
ndng gdy tif vong bao gdm hdi chiing Steven-Johnson, hoai tir bi€u bi nhim déc (TEN), hoi
chitng Lyell, hoi chiing ngoai ban mun md toan than cdp (AGEP).

- Ngudi bénh cin phdi ngling ding acetaminophen va di khdm thdy thudc ngay khi thdy phét
ban hodic cdc biéu hién khic & da hodc céc phan dng min cdm trong khi diéu tri. Ngudi
bénh c6 tién st c6 c4c phan Gng nhu vdy khdng nén dung céc ch& phdm chia
acetaminophen.

- Pdi khi c6 nhiing phé&n (ing da gdm ban dat sin ngita vd may day; nhiing phan (ing mén
cam khac gdm phi thanh quan, phil mach va nhiing phén (ng kiéu phdn vé c6 thé it khi
X3y ra. Gidm tiéu cdu, gidm bach cdu va gidm toan thé huy8t cdu dd xay ra véi viéc sif dung
nhiing dn chat p-aminophenol, dic biét khi ding kéo dai céc liéu I6n. Giam bach cu trung
tinh va ban xudt huyét gidm tiéu cdu da xay ra khi dung acetaminophen. Hiém g&p mét bach
cdu hat 6 ngudi bénh dung acetaminophen.

- Dung nhiéu ch& phdm chita acetaminophen déng thoi c6 thé din dén hau qud c6 hai (nhu
qué liéu acetaminophen).

- Phai than trong khi ding acetaminophen cho ngui bénh c6 thi€u méu tir truéc, suy gan, suy
than, ngudi nghién rugu, suy dinh duBng man tinh hoic bj mat nudc. Tranh dung liéu cao,
dung kéo dai cho ngudi bi suy gan.

- Usng nhiéu rugu c6 thé gay ting doc tinh véi gan clia acetaminophen, nén trénh hodc han
ché& udng rugu.

- Dung loratadin ¢4 nguy co khd miéng, ddc biét & ngudi cao tudi, va ting nguy co sdu rang.
Do d6, cdn phai vé sinh ring miéng sach s& khi dung thudc nay.

- Ngudi bé&nh bj ho c6 qua nhidu ddm va ho man tinh & ngudi hit thudc, hen hodc gidn phé
quan dang nang.
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- Ngudi bénh ¢6 nguy co hodc dang bi suy giam ho hap.

- Dung dextromethorphan c6 lién quan dén gidi phong histamin va nén than trong véi tré em
bi di (ing. )

- Lam dung va phy thudc dextromethorphan cd thé xay ra (tuy hi€m), dic biét do dung liéu
cao kéo dai.

- Khong dung thubc 1au qua 7 ngay.

Phuy nif ¢d thai: Chua c6 nhitng nghién ciiu ddy di va xdc dinh dugc tinh an toan clia thudc

nay dung cho phu nif mang thai. Do dé, chi nén diung thudc nay khi that cdn thiét, dung liéu

thap va trong thai gian ngén.

Phu nif cho con bi: Loratadin va chat chuyén héa desloratadin tiét vao siia me. Do do chi

dung thudc nay khi cin thiét, dung liéu thdp va trong thdi gian ngin.

Anh hudng ciia thude déi vdi céng viée: Mét moi, chéng mat, dau ddu co thé xay ra khi

dung thudc nay. Bénh nhan nén than trong lai xe, vdn hanh méay moéc, lam viéc trén cao va

cac trudng hgp khac.

10. TUGNG TAC THUOC

- T6c do hdp thu cla acetaminophen c6 thé dugc ting I&én bdi metoclopramid hoic
domperidon va hap thu giam bdi colestyramin.

- Udng dai ngay liéu cao acetaminophen lam ting nhe tdc dung chng déng cla coumarin va
ddn chat indandion.

- C4n phai chi y d&n kha ning gdy ha than nhiét nghiém trong & ngudi bénh ding déng thoi
phenothiazin va liéu phap ha nhiét (nhu acetaminophen).

- Udng qué nhiéu rugu va dai ngay lam ting nguy co gy doc cho gan clia acetaminophen.

- Cac thudc chdng co giat (gdbm phenytoin, barbiturat, carbamazepin), isoniazid, cic thudc
chdng lao c6 thé lam ting ddc tinh clia acetaminophen trén gan.

- Probenecid c6 thé lam gidm dao thai acetaminophen va 1am ting thdi gian ban théi trong
huyét tuong clia acetaminophen.

- Loratadin dugc chuyén héa bdi cytochrom Pgsso isoenzym CYP3A4 va CYP2D6, vi vay sl
dung ddéng thdi véi nhiing thudc (c ché& hodc bi chuyén héa bing nhiing enzym nay c6 thé
tao ra thay ddi v& ndng do thudc trong huyét tuong va c6 thé co tac dung khdng mong
mubn. Cadc thudc da bigt c6 Gc ché enzym trén bao gdm: Cimetidin, erythromycin,
ketoconazol, quinidin, fluconazol va fluoxetin.

- Pidu tri ddng thdi loratadin va cimetidin d&n dé&n ting ndng do loratadin trong huyét tuong
60%, do cimetidin tic ch& chuyén hoa clia loratadin. Diéu nay khong c6 bi€u hién 1am sang.

- Piéu tri déng thoi loratadin va ketoconazol dn t6i ting ndng do loratadin trong huyét tuong
g4p 3 14n, do iic ch& CYP3A4. Diéu do khong co bi€u hign 1am sang vi loratadin c6 chi s6
diéu tri rong.

- Diéu trj déng thdi loratadin va erythromycin din dén ting ndng do loratadin trong huyét
tuong. AUC (dién tich du6i dudng cong clia ndng dd theo thdi gian) cla loratadin, tang trung
binh 40% va AUC clia desloratadin ting trung binh 46% so véi diéu tri loratadin don ddc.
Trén dién tam dé khong c6 thay d6i vé khodng QTc. Vé mit lam sang, khong c6 bi€u hién
sy thay di tinh an toan clia loratadin, va khong c6 thong bdo vé tac dung an thdn hodc
hign tugng ng4t khi diéu tri déng thai 2 thudc nay.
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- Dextromethorphan dugc chuyén héa chinh nhd cytochrom Pasp isoenzym CYP2D6, bdi vay
tuong tdc vGi cac thudc (c ché enzym nay nhu amiodaron, haloperidol, propafenon,
thioridazin, quinidin 1am gidm chuyén héa clia dextromethorphan & gan, lam ting néng do
chat nay trong huyét thanh va ting cadc ADR clia dextromethorphan.

- Dung ddng thdi v6i cac thudc (c ché& thdn kinh trung uong cé thé téng cudng téc dung (c
ché than kinh trung uong clia nhiing thudc nay hodc clia dextromethorphan.

- Valdecobid 1am tdng ndng do clia dextromethorphan trong huyét thanh khi diing cing nhau.
Dextromethorphan dung cling linezolid gy hodi chiing giéng hdi chiing setoronin. Memantin
c6 thé lam ting cd tdn sudt va tac dung khoéng mong mubn clla memantin va
dextromethorphan bdi vay trénh dung két hop. Khong dung két hgp véi moclobemid.

11. TAC DUNG KHONG MONG MUON

- Phan (ng da nghiém trong nhu hdi ching Steven-Johnson, hdi chiing Lyell, hoai tif biéu bi
nhiém doc, mun ml ban do toan than cip tuy hi€m x4y ra, nhung c6 khd ning gay tu
vong. Néu thdy xudt hién ban hodc c4c biéu hién khéc vé da, phai ngiing dung thudc va
thdm khdm thdy thudc.

- Ban da va nhiing phan @ng di &ng khac thinh thodng xady ra. Thudng la ban do hodc may
day, nhung doi khi ndng hon va c6 thé kém theo s6t do thuSc va thuong tdn niém mac.
Néu thdy sot, bong nuc quanh céc hdc tu nhién, nén nght dén hdi chiing Steven-Johnson,
phai ngiing thudc ngay. Qua liéu acetaminophen c6 thé din dén tn thuong gan ning va
ddi khi hoai tif 6ng than cdp. Ngudi bénh min cdm véi salicylat hi€m khi man cadm véi
acetaminophen va nhiing thudc c6 lién quan. Trong mot s8 it trudng hgp riéng I8,
acetaminophen dd gdy gidm bach cAu trung tinh, gidm ti€u cdu va gidm toan thé huyét
cau.

- Thudng gap, 1/100 < ADR < 1/10

Toan than: Mét moi, chong mat

Tudn hoan: Nhip tim nhanh

Than kinh: Pau diu

Tiéu hoéa: Khd miéng, budn non.

Da: Bé bling

- It gdp, 1/1000 < ADR < 1/100
Ho h&p: Khd mii va hit hoi
Da: Ban, ndi may day
Da day - rudt: Non.

Huyét hoc: Loan tao médu (gidm bach cAu trung tinh, gidm toan thé huyét cdu, gidm bach
cau), thi€u mau.

Than: Bénh than, doc tinh than khi lam dung dai ngay.

M3t: Viém k&t mac

- Hiém gdp, ADR < 1/1000
Thén kinh: Trdm cam, thinh thodng thdy bubn ngl nhe
Tim mach: Loan nhip nhanh trén that, danh tréng nguc
Tiéu hoa: Roi loan tiéu hoa
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Chuyén héa: Chiic ning gan bét thudng, kinh nguyét khdng déu.

Da: Hoi chiing Steven-Johnson, hoai tif biéu bi nhim ddc, hoi ching Lyell, mun mi ngoai
ban toan than cdp tinh. )

Khac: Phan ing qua man, chodng phan vé

12. QUA LIEU VA CACH XU TRi

Acetaminophen:

Triéu chung:

Budn ndn, ndn, va dau bung thudng xay ra trong vong 2-3 @it sau khi udng liéu doc cla
thudc. Methemoglobin méu, din dén chiing xanh tim da, niém mac va méng tay 12 mot ddu
hiéu dic trung nhi€m doc cdp tinh din chdt p-aminophenol; mot lugng nhd sulfhemoglobin
cing c6 thé dudc san sinh. Tré em c6 khuynh huéng tao methemoglobin d& hon ngudi I6n sau
khi udng acetaminophen.

Khi bi ngd doc niing, ban ddu c6 thé co kich thich hé thdn kinh trung uong, kich dong, va mé
sang. Tiép theo c6 thé 1a dGc ché hé thdn kinh trung uong: siing so, ha than nhiét, mét 13, thd
nhanh, néng; mach nhanh, yéu, khdng déu, huyét 4p thap va suy tuin hoan. Truy mach do
gidm oxy ‘huyét tuong déi va do tdc dung ic ché trung tdm, tdc dung nay chi xay ra véi liéu
rat 16n. S6c co thé xay ra néu gidn mach nhiéu. Con co giat nghet thd gdy tif vong c6 thé
xay ra. Thudng hon mé xay ra truéc khi chét dot ngdt hodc sau vai ngay hon mé.

D4u hiéu 1am sang thuong ton gan tr& nén ro rét trong vong 2 dén 4 ngay sau khi ung liéu
doc. Aminotransferase huyét tuong tdng (doi khi ting rdt cao) va ndng do bilirubin trong
huyét tuong cling c6 thé ting; thém nifa, khi thuong t6n gan lan rong, thoi gian prothrombin
sé kéo dai. C6 thé 10% ngudi bénh bj ngd doc khong dugc diéu tri ddc hiéu dd c6 thuong t6n
gan nghiém trong; trong s6 d6 10% dé&n 20% cudi cung chét vi suy gan. Suy thin cip cling
xay ra @ mot s6 ngudi bénh. Sinh thiét gan phét hién hoai tli trung tdm ti€u thiy trir viing
quanh finh mach cia. 0 nhiing trudng hop khong tif vong, thuong t6n gan phuc héi sau nhiéu
tudn hodc nhiéu thang.

XU tri:

Ch4n dodn s6m rat quan trong trong diéu tri qua liéu acetaminophen. Khi nhiém doc ning,
didu quan trong 12 phéi diéu tri hd trg tich cuc. Can rlia da day trong moi trudng hop, ot
nhat trong vong 4 gid sau khi udng. Liéu phap gidi doc chinh 1a dung nhitng hgp chat
sulfhydryl, c6 18 tdc dong mot phan do b sung dy trit glutathion & gan. N-acetylcystein c6
tac dung khi udng hodc tiém finh mach. Phéi dung thudc gidi doc ngay lap tic, cang sém
cang t6t néu chua dé&n 36 gid k& tir khi udng acetaminophen. Diéu tri v6i N-acetylcystein co
hiéu qud hon khi cho thudc trong thoi gian dudi 10 gi sau khi udng acetaminophen. Khi cho
udng, hoa lodng dung dich N-acetylcystein véi nudc hodc d6 udng khdng co rugu dé dat dung
dich 5% va phai udng trong vong 1 gid sau khi pha. Cho udng N-acetylcystein véi liéu déu
tién 1a 140 mg/kg, sau d6 cho ti&p 17 liéu nita, mdi li€u 70 mg/kg cdch nhau 4 gis mot lan.
Ch&m dut diéu tri néu xét nghiém acetaminophen trong huyét tuong cho thdy nguy co doc hai
gan thdp.

Tac dung khdng mong mudn clia N-acetylcystein gdm ban da (gém cd may day, khong yéu
cdu phai ngiing thudc), bubn ndn, ndn, fa chay, va phén ing ki€u phan vé.
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NEu khong co N-acetylcystein, cd thé dung methionin. Ngodi ra c6 thé dung than hoat
va/hodc thudc tdy mubi do chiing c6 kha ning 1am gidm hap thu acetaminophen.

Loratadin: “

Triéu ching: G ngudi 16n, khi udng qua liu vién nén loratadin (40 - 180 mg), ¢6 nhiing biu
hién: Budn ngd, nhip tim nhanh, nhtic ddu. O tré em, c6 biéu hién ngoai thap va danh tréng
nguc, khi udng siro qué liéu (vugt 10 mg).

XU tri: Diéu tri qua liéu loratadin thudng 1a diéu tri triéu ching va hd trg, bt ddu ngay va duy
tri chiing ndo cdn cdn thiét. Trudng hop qué liéu cdp, gdy ndn béng siro ipeca dé thdo sach
thudc trong da day ngay (ngoai trif trudng hgp ngudi bénh khong tinh tdo). Dung than hoat
sau khi gdy non c6 thé gidp ich dé ngdn ngua h&p thu loratadin. N&u gay ndn khong két qua
hodc chdng chi dinh, ¢6 thé ti€n hanh rlia da day véi dung dich natri clorid 0,9% va dit 6ng
ndi khi qudn dé phong ngua hit phdi dich da day. Loratadin khdng bi loai bing thdm tich
mau. '

Dextromethorphan:

Trigu ching: Budn ndn, non, budn ngl, nhin md, rung giat nhan cau, bi tiéu tién, trang thdi
té mé, 4o giac, mat diéu hoa, suy hd hdp va co git.

XU tri- Diéu trj hd trg, dung naloxon 2 mg tiém tinh mach, cho dung nhic lai néu cén t6i tdng liéu
10 mg.

13. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO
Khdng diing qua liéu chi dinh.

14. PIEU KIEN BAO QUAN: § nhiét do duti 30°C, nai kho rdo, tranh dnh séng.
15. HAN DUNG CUA THUOC: 36 thang ké tU ngdy s&n xudt. Khong dung thudc khi qué han dung.
16. TEN, DIA CHI, BIEU TUGNG CUA cO SG SAN XUAT:
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Pharmaceuticals -
WHO-GMP .
CONG TY €O PHAN DUGC PHAM OPV .

S6 27, Budng 3A, Khu Cong Nghiép Bién Hoa I, Phudng An Binh, Tp. Bién Hda, Tinh Dong Nai:,’
DT: (061) 3992999 Fax: (061) 3835088

17. NGAY XEM XET SUA p01, CAP NHAT LAI NOI DUNG HUGNG DAN SU DUNG THUOC
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