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Thuéc nay chi dung theo don thuéc.
Pé xa tam tay tré em. A y
Doc k§ hudng dan trudce rhi ding.

Léic kp trieée khi sie dung.

Théng bdo ngay cho bdc st hodc dugc st nhitng phan ieng cd hai gdp phdi khi sir dung thuoc.

THANH PHAN CONG THUC THUOC

M&i ml siro udng chira:

Thanh phan hoat chdt: Dextromethorphan hydrobromide 2 mg (0,2% kl/tt)

Thanh phdn td dwge: Saccharin sodium, propylene glycol, anhydrous citric acid, sodium benzoate,
dung dich sorbitol 70%, huong vi dio, nudc tinh Khiét.

DANG BAO CHE
Siro
Dung dich trong subt, khdng mau, ¢6 mui vi dic tiung cia dao.

CHI PINH
Toceliv duoc chi dinh trong diéu tri triéu chimg ho khan va ho kich tng.

CACH DUNG, LIEU DUNG

Ngueoi lon va tré em trén 12 tuoi:

- Tir 5 dén 10 ml Toceliv mdi 4 gi®r hodc

- 15 ml Toceliv mdi 6-8 gio.

Liéu t6i da hang ngay la 60 ml Toceliv tuong tmg v&i 120 mg dextromethorphan hydrobromide.
Khéng vuot qué 4 1an/ngdy (mdi 24 gio).

Tre em

Tré em tir 6 dén 12 tudi:

- Tw 2,5 dén 5 ml Toceliv mdi 4 gio.

Lidutdi da hang ngay la 30 ml Toceliv twong tmg véi 60 mg dextromethorphan hydrobromide. Khong
vuot qua 4 1an/ngay (mdi 24 gid).

Toceliv chéng chi dinh & tré em dudi 6 tudi,

Nguoi cao tubi hodc bénh nhédn suy gan va / hodc suy than:
Liéu ban dau nén duoc giam mjt ntra so voi lieu khuyén céo.

Cach dung

Dung dudng udng.

Str dung dung cu phan liéu 1a mudng nhya PP cé dung tich 5 ml, ¢6 vach chia 2,5 ml hodc/va cbe
nhya PP ¢6 dung tich 15 ml, ¢6 vach chia & cac muc 2,5; 5; 7,5; 10 va 15 ml.

CHONG CHI PINH
Qu4 mAn véi hoat chat hodc bit ky t4 dugc nio trong san pham.
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Bénh nhén dang diéu tri bing thubc e ché monoamine oxidase (MAO).
Bénh hen suyén.

Suy ho hép.

Bénh nhan ho ¢é dom.

Bénh phdi tic nghén man tinh.

Viém phoi.

Suy ho hap.

Tré em dudi 6 tudi.

Bénh gan néng.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Khong ding qué liéu chi dinh.

Bénh nhén hen suyén va bénh nhin méc bénh ly gan mat nén hoi y kién bac st trude khi dung.
Khong dung cho tré em dudi 6 tudi ma khong c6 chi dinh y té. Hoi ¥ kién béc st néu céc triéu chimg
van con tiép tyc. '

Trudc khi ké don thube tri ho, cAn xem xét cac nguyén nhén cé thé gdy ho dé diéu tri cu thé.

Khéng nén sir dung trong céc treong hop ho dai déng hogic man tinh, nhu ho do hut thudc, hen suyén
hoic gidn phé nang, hodc khi ho c¢é dom nhidu, vi n6 c6 thé 1am ting sirc can dudng tho. Trong qua
trinh didu tri, khuyén c4o khong durgc ubng d6 ubng cé con.

Néu ho kéo dai hon mot tudn hodc kém theo sbt cao, da phat ban hoic nhirc déu dai dang, can danh
gia tinh trang 1am sang.

C6 thé din dén phu thudc dextromethorphan. Sau thoi gian dai dung thudc, bénh nhén c6 thé ting
dung nap, cling nhu tang phu thugc vé tinh than va thé chét. Bénh nhén ¢6 xu hudéng lam dung hoic
phu thude chi nén ding Toceliv trong thoi gian ngan va dugc theo dai 1am sang nghiém ngét.

Céc trudmg hop lam dung va phu thuoe dextromethorphan da dugc bdo céo. Thén trong déc biét dugc
khuyén cdo ¢ thanh thiéu nién va thanh nién cling nhu bénh nhén c6 tién str lam dung ma tiy hodc
chét kich thich thén kinh.

Hgi chieng Serotonin

Anh huéng lién quan serotonin, bao gbm sy phat trién ctia hdi chimg serotonin ¢ thé de doa tinh
mang, d4 dugc bdo cdo ddi voi dextromethorphan khi dung déng thoi véi cac thube lién quan
serotonin, chang han nhu chit trc ché tai hp thu chon lgc serotonin (SSRI), thudc lam suy giam
chuyén héa serotonin (bao gdm cé chét trc ché monoamine oxidase (MAOI)) va chét trc ché CYP2DG6.
Hai chirng serotonin cé thé bao gém thay ddi trang thai tim thin, mat &n dinh tu chu, bat thudmg thin
kinh co va céc triéu chirng tiéu héa.

Néu nghi ngd c6 hoi chirng serotonin, nén ngimg diéu tri v6i Toceliv.

Dextromethorphan duge chuyén héa boi cytochrome P450 2D6 & gan. Hoat dong cta enzym nay lién
quan dén di truyén. Khodng 10% dén sb 12 ngudi chuyén héa kém CYP2D6. Bénh nhén chuyén héa
kém va sir dung dong thoi cac chét irc ché CYP2D6 c6 thé dan dén tac dung cua dextromethorphan
ting lén qua muc va / hogc kéo dai. Do d6, nén than trong & nhimg bénh nhan chuyén hoa kém
CYP2D6 hoic dang ding chét e ché CYP2D6 (xem thém phan Twong tic thudc).

DP&i voi tré em (chi dinh cho tré em dudi 12 tudi): trong trudng hop qua lidu, cac tac dung khong
mong muén nghiém trong c6 thé xay ra & tré em, bao gdm cé rdi loan than kinh. Vi vdy, khong nén
str dung vuot qua lidu khuyén cdo.

Cinh bdo lién quan dén ti duge
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Sorbitol

Thudc nay c6 chira 182 mg sorbitoltrong mdi ml siro twong duong voi 910 mg/5 ml siro.

Sorbitol 1& ngudn dinh dudng giau fructose. Néu bénh nhan (hoge bénh nhi) duge chén don c6 rbi
loan dung nap v&i mdt s6 loai durdng nhit dinh, hodc néu bénh nhén bi roi loan khong dung nap
fructose do di truyén, mot rdi loan di truyén hiém gip, ma bénh khong thé tiéu hoa fructose, hay hoi
¥ kién béc si trude khi dung thude nay.

Sodium _

Thubc ndy cé chira dudi 1 mmol (23 mg) natri trong mdi 5 ml siro, vé co bén duge xem nhu “khong

chira natri’.

SU' DUNG THUOC CHO PHU NI’ CO THAI VA CHO CON BU

Thai ky

Cho dén nay, céc nghién ctru thyc nghiém va quan sat vé& thue hanh 1am sang khéng cho thdy tic
dung gy quéi thai ndo cia dextromethorphan. Tuy nhién, nén tranh dung dextromethorphan trong
thoi ky mang thai.

Cho con bu

Dextromethorphan dugc bai tiét qua sita me. Do d0, chéng chi dinh st dung san phim thude nay
trong thoi ky cho con bu.

Kha ning sinh san
Khong c6 dit liéu dextromethorphan vé khd nang sinh san.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC h—

Khong ¢6 anh hudng nao, tuy nhién, néu chong mit xay ra, dimg l4i xe hodc sir dung may mae. N PHC

| DIET

; » JANH

TUONG TAC, TUONG KY CUATHUGC i)
Néu bénh nhéan durge chi dinh dextromethorphan da timg didu trj trude d6 voi thube chdng trdm cam )

trc ché MAO hoic dang diéu tri ddng thai thi c6 thé din dén sy phét trién cia hoi chimg serotonin, ¥

véi cde triéu ching ddc trung nhu sau: ting dong than kinh co (run rdy, rung giét, rung giat co, ting
phan xa,...), ting dong trr dong (chiy md hoi, sét, nhip tim nhanh, gidn dong tir) va tinh trang tinh
than bj thay d6i (kich dong, kich thich, 1u 1an).

Viée da timg str dung hodc dang diéu tri dong thdi cdc san phdm thude ue ché hé théng enzym
cytochrom P450-2D6 trén gan nhr amiodarone, quinidine, fluoxetine, haloperidol, paroxetine,
propafenone, thioridazine, cimetidine va ritonavir sg& din dén e ché chuyén héa cua
dextromethorphan v c6 thé lam ting ndng d6 dextromethorphan.

Uc ché enzyme CYP2D6

Mot lugng 16n dextromethorphan duge chuyén hoa lan dau béi CYP2D6. Sir dung ddng thoi cac chét
{tc ché men CYP2D6 manh c6 thé 1am tang ndng d6 dextromethorphan trong co thé 1én mirc cao glp
nhidu 14n so v&i binh thuong. Piéu ndy 1am ting nguy co bénh nhan bi tic dung dbc hai cua
dextromethorphan (kich dong, 1a 14n, run, mét ngu, tiéu chay va suy ho hip) va phat trién hdi chimg
serotonin. Céac chét ¢ ché men CYP2D6 manh bao gom fluoxetine, paroxetine, quinidine va
terbinafine. Khi str dung dong thoi véi quinidine, ndng d6 dextromethorphan trong huyét tuong da
tang lén dén 20 14n, diéu nay lam tang tic dung phu cua thudc trén hé than kinh trung uong.
Amiodarone, flecainide, propafenone, sertraline, bupropion, methadone, cinacalcet, haloperidol,
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perphenazine va thioridazine cling ¢6 tac dung tuong tu trén chuyén hoa cua dextromethorphan. Néu
chn sir dung ddng thi cac chét (e ché CYP2D6 va dextromethorphan, bénh nhén nén duge theo doi
va c6 thé cin giam liéu dextromethorphan
Ruou ¢6 thé lam ting tac dung an than ctia Toceliv. Viée nay dén dén giam kha ning quen sat va co
thé gy nguy hiém cho viéc lai xe hodc su dung méy moéc. Do do, nén tranh sir dung dd ubng co6 con
hodc c4c san phim thude khéc ¢6 chira con.
Viée str dung dong thoi cée san pham thubc cé tac dung e ché hé than kinh trung uong cé thé gay
ra tac dung hiép dong.
Céc san pham thube nhu thube tre ché men chuyén c6 thé gy ho, vi vdy trudc khi sir dung nén hoi y
kién béc si.
Céc san pham thubc sau ddy khong nén ding dong thoi véi Toceliv:

- Bupropion.

- Isoniazid.

- Linezolid.

- Moclobemide.

- Pargyline.

- Procarbazine.

- Selegiline.

- Sibutramine.

- Tranylcypromine.

- Thudc chdng viém (celecoxib, parecoxib hodc valdecoxib).

- Thuéc long dom va thude tiéu nhiy.
Twong ky
Do khéng ¢6 cac nghién clru vé tinh twong ky ctia thude, khong tron 1an thube nay véi céc thude khéc.

TAC DUNG KHONG MONG MUON CUA THUOC

Tén suét ciia c4c tic dung khong mong mudn dura trén phén loai sau cia MedDRA
Quy udc vé tn suét:

Rét thuong gip (> 1/ 10)

Thuong gip (> 1 /100 d&n < 1/10)

ft gap (> 1/ 1.000 dén < 1/100)

Hiém giip (= 1/10.000 dén < 1/ 1.000)

Rét hiém gap (< 1/ 10.000)

Khéng durge biét (khdng thé wée tinh tAn suat tir dit liéu c6 sén)

R&i loan tAm than, rdi loan hé than kinh, r6i loan chung va tai vi tri dung.

It gap: chodng ving, mét moi, budn ngt, chéng mat, 14 14n tim than.

Rét hiém gap: sbt, nhirc ddu kéo dai. Céc truomg hgp phu thude dd duge bao céo lién quan dén viéc
lam dung dextromethorphan.

Réi loan co xuong va mo lién két

ft gap: loan truong lyc co

R&i loan hé théng mién dich

R4t hiém gap: di (mg (qué mén)

R6i loan tiéu hoa

ft gap: budn ndn, non va réi loan tiéu héa, tao bon
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Thoéng bao ngay cho bac sy hodc dugce st khi gép céc tac dung khéng mong mubn nhu trén khi st
dung thubc hodc bao cdo céc phéan lmg ¢6 hai ctia thude vé Trung tdm Thong tin thude va Theo doi
phén tmg c6 hai ctia thude (ADR) Quéc Gia. Dia chi: 13 - 15 Lé Thanh Tong — Phuong Cira Nam —
Thanh phé Ha Noi. Dién thoai: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pveenter(@gmail.com

QUA LIEU VA CACH XU TRi

Cic tri¢u chirng va d4u hiéu

Qua liéu dextromethorphan c6 thé lién quan dén buon non, nén, loan truong luc co, kich dong, 1u lan,
budn nga, hon mé, rung giat nhan ¢du, nhim ddc tim (nhip tim nhanh, ECG bét thuong, bao gdbm
kéo dai khoang QTc), mét diéu hoa, rdi loan tdm thin nhiém ddc véi 4o gide thi gidc, hung phin.
Trong trudng hop dung qué liéu luong 16n, cée triéu ching sau co thé thdy: hon mé, suy ho hap va
co giat.

Cach xir tri

- C6 thé dung than hoat cho nhitng bénh nhan udng qué liéu dextromethorphan trong 1 gid trude dé
nhung khong c6 tri¢u chung.

- O nhitng bénh nhén da u6ng dextromethorphan va da dugc an than hodc hén mé, nén can nhic didu
tri bing naloxone & céc liéu thong thuomg, dé diéu tr qud lidu véi cae thude opioid. Vige sir dung cac
thudc benzodiazepin dé diéu trj co gidt va cdc bién phap lam mat bén ngoai co thé duoc sir dung dé
didu tri chung tang than nhiét c6 ngudn gbe tir hoi ching serotonin.

i xay ra céc truong hop lam dung thubc c6 chiia dextromethorphan va céc tac dung phu nghiém
trong nhu lo lng, hoang Y mit tri nhé, nhip tim nhanh, hén mé, tﬁng huyét ap hoac ha huyét ap,
gian ddng tir, chong mit, r6i loan tiéu hoa, néi lap, sdt, thér nhanh, tdn thuong ndo, mat diéu hoa, mat
y thie, loan nhip tim va tir vong ¢6 thé xay ra.

PAC TINH DUQC LUC HQC

Nhom duoe 1y: Thube tdc dong trénhé ho hép, thuée giam ho va long dom.

M3 ATC: ROSDA09

Dextromethorphan hydrobromide 1a mot din xudt 3-methoxy ctia levorphanol, ¢é tac dung giam ho,
nhung khong c6 téc dung giam dau va (¢ ché chire nang hd hép va noi chung rit it tac dung an than
& lidu diéu tri.

Dextromethorphan la thudc giam ho. N6 tdc dung lén trung tdm ho & hanh ndo, nang cao ngudng kich
hoat con ho.

PAC TINH DUQC PONG HQC

Hdp thu va phan bo
Duge dong hoc cua dextromethorphan thay d6i thy theo ddi tuong. Tuy nhién, n6 duge hap thu t6t
trén éng tiéu héa (70% liéu dung), vi nhanh chéng duge phan bd vao céc md. Mire do gé‘m két ctia né

vOi cc protein van chua dugce biét.

Chuyén hod

Dextromethorphan chuyén héa 1an ddu nhanh chéng va s6 lwong lon & gan sau khi udng. O ngudi
tinh nguyén, qua trinh khir methyl (O-demethylation) (CYD2D6) duoc kiém so4t vé mit di truyén 1a
yéu to chinh quyét dinh duoe dong hoc ctia dextromethorphan. Chuyén hba lan diu qua gan nhanh
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chong (thoi gian ban thai trong huyét tuong la 1,8 giv) da giai thich tai sao ndng d6 dextromethorphan
chua chuyén hoa tuong dbi thép trong huyét twong. (Vi du: tbi da 3 nanogram/ml sau khi hap thu 30
mg san pham).

Dextromethorphan cht yéu dugc chuyén hoa thanh chét chuyén hoéa c6 hoat tinh (dexthorphan, 3-
hydroxymorphinan va 3-methoxymorphinan), sau d6 dugc lién hop (li€n hgp glucuronide va sulfo).
C6 vé nhu két qua khac nhau ciia qué trinh oxy h6a ndy dan dén dugc dong hoc rit khéc gifta céc c4
thé. Dextromethorphan chua chuyén héa, cing véi ba chit chuyén héa morphinan da duge khir
methyl: dextrorphan (con dugc goi la 3-hydroxy-N- methylmorphinan), 3- nydroxymorplunan va 3-
methoxymorphinan da duoc nm thdy dudi dang san pham lién hop trong nudce ueu

Cac chat chuyén hoa nay dat ndng do téi da trong huyét twong sau 2 gio. Vi dy, ndng do t6i da duge
phét hién trong huyét twong sau khi udng 60 mg dextromethorphan 12 tir 30 dén 800 nanogram/ml
dbi véi dextromethorphan va tir 30 dén 500 nanogam/ml dbi voi 3-hydroxymorphinan. O liéu c6 tac
dung (15 mg & ngudi 16m), téc dung chéng ho ciia dextromethorphan bét ddu tir 15 dén 30 phut sau
khi ding va kéo dai 5 dén 6 gio. Dextrorphan 1a chit chuyén hoa chinh va cling ¢6 tac dung chéng
ho. O mét sb ¢4 nhin, qué trinh trao ddi chét dién ra chim hon va dextromethorphan dang chua
chuyén hod chiém uu thé trong miu va nuée tiéu.

Thai trie

Bai tiét chu yéu 1a qua nudc tidu. 30 dén 60% lidu dung c6 thé duge tim thdy trong nude tiéu trong
24 gity, chi yéu 1a céc dAn xudt lién hop cua dextromethorphan (ndng do: khoang 20 microgam / ml,
40% lidu udng), 3 - hydroxymorphinan (20% liéu udng) va & dang khong chuyén héa (it hon 10%
ctia liéu udng). 3-methoxymorphinan dugc bai tiét vdi s6 lugng nho nén kho danh gid chinh xéc (it
hon 1% liéu udng).

QUY CACH PONG GOI
Hop chira 1 chai thay tinh mau hd phach 200ml va dung cu phén lidu.

PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Piéu kién bio quin: Bdo quin & nhiét do dudi 30°C, trong bao bi gbe, tranh dnh sng.

Han dung: 36 thang ké tir ngay sanxuét. Han dung sau khi m& nap lan dau: 6 thang & nhiét do dudi
25°C.

Tiéu chuén chit lwgng ciia thude: Tiéu chuan co s&

TEN, PIA CHI CUA €O SO SANXUAT THUOC
Laboratorios Basi — Industria Farmacéutica, S.A.
Parque Industrial Manuel Lourengo Ferreira, Lotes 8, 15 e 16, Mortagua, 3450-232, B& Pao Nha.
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