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Squeeze the contents
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10 unit dose vials of 2.5 ml
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& administration: See enclosed leaflet
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Combivent®

THUOC BAN THEO PON BAC SY

Thanh phin

Mot lo don liéu (2,5 ml) dung dich dung cho khi dung chira:
(8r)-3a-hydroxy-8-isopropyl-1aH,5aH-tropanium bromide (+)-tropate monohydrate

(= ipratropium bromid) 520 mcg
tuong g vai 0,5 mg ipratropium bromid dang khan
di[(RS)-2-tert-butylamino-1-(4-hydroxy-3-hydroxymethyl-phenyl)ethanol] sulphate

(= salbutamol sulfat) 3010 meg )
tuong mg véi 2,5 mg salbutamol dang ba zo / /( é
Ta dwoc: Natri chlorid, acid hydrochloric, nude tinh khiét M

/
Chi dinh
COMBIVENT dung dich ding cho khi dung trong lo don liéu duoc chi dinh dé kiém soat co thét
phé quan c6 hdi phuc do bénh 1y tic nghén dudng hé hdp & nhitng bénh nhan can nhidu hon mot
thude gian phé quan.

Liéu lwong va cdch ding

Do thic¢u thong tin v€ viéc stir dung trén tré em COMBIVENT khong dugc chi dinh cho bénh nhan
nhi.

COMBIVENT chua dugce nghién ctru sir dung trén bénh nhan suy gan hodc suy than. Nén than
trong khi sir dung thudc cho nhimng ddi twong bénh nhan nay.

Bénh nhan nén dén kham bac si hodc dén bénh vién gan nhit ngay l4p ttc trong trudmg hop bi khé
thé cép hodc chimg kho thd ning thém mét cach nhanh chéng néu dung thém liéu khi dung
COMBIVENT khong dem lai cai thién thoa dang.

Trong diéu tri hen, nén can nhic sir dung ddng thoi thude khang viém.

Liéu luong sau ddy cia COMBIVENT duoc khuyén céo cho ngudi 16n (ké ca bénh nhan cao tudi):

COMBIVENT dung dich ding cho khi dung trong lo don lidu c6 thé sir dung v6i may khi dung
phu hop hodic bing may thd 4p luc duong ngit quing.

Pidu tri con cip tinh:
01 lo don lidu 1a du dé cét con nhanh chéng trong nhiéu trudng hop.

Trong céc trudng hop niing, néu khong cét con duge véi mot lo don lidu, ¢ thé can dung dén lo

don liéu thir 2. Trong nhing truong hop nay, bénh nhan nén dén kham béc sy hodc ngay lap tic
dén bénh vién gﬁn nhét.

Combivent UDV 04-LPI-VN Page 1 of 9
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Diéu tri duy tri
1 lo don liéu x 3 dén 4 lan/ngay

Hwéng din sir dung
Lo thudc don liéu chi dugc dung dé hit véi dung cu thich hop, khong dugc udng hoic tiém.
Khong can thiét pha loang dung dich trong lo don lidu dé khi dung.

1. Chuén bi dung cu khi dung dé nap thuéc theo huéng dén cua
nha san xuét hodc béc si.

2. Mo thi thude va tach roi mot lo don lidu tir vi thude.

Vi lo thude don lidu khong c6 chit bao quan, nén didu quan trong 1a can ding ngay dung dich
thudc sau khi m¢ va lg thuoc méi chi duge ding mét lan dé tranh nhifm khuin. Nén loai bo
nhitng lo thuoc da dung mdt phan, dd m¢ hodc bi hur .

Tuyét dbi khong duge tron COMBIVENT dung dich khi dung véi céc thude khac trong cung mot
dung cu khi dung.

Chong chi dinh
Khong str dung COMBIVENT cho bénh nhén bi bénh co tim tic nghén phi dai hodc loan nhip

nhanh. Khong sir dung COMBIVENT cho bénh nhan qua man véi atropin hodc céc dan xuét cua
atropin hodc bt cir thanh phan nao cta thudc.

Than trong va cinh bio
C6 thé xuét hién cac phan tmg qua man tirc thi sau khi dung COMBIVENT, biéu hién bdi cac
truomg hop hiém gip bi may day, phit mach, phét ban, co thit phé quan va phu hau hong.

Pa c¢6 nhing béo cdo riéng 1& vé cac bién chimg tai mét (nhu gidn ddng tir, ting &p luc ndi nhan,
glé-com goe hep, dau mit) khi bi ipratropium bromid dang khi dung ding mot minh hozc két hop
v6i mot chat chi vén beta, adrenergic bin vao mit.

Combivent UDV 04-LPI-VN Page 2 of 9
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Pau mit hogc khé chiu & mit, nhin md, thiy hao quang hoiic nhin hinh anh bi nhuém mau két
hop v6i do mét do sung huyét két mac hodc phu gidc mac c6 thé 1a céc ddu hiéu cua glo-com goc
hep cip. Néu c6 bét ky su két hop ndo ctia cée triéu chimg trén thi nén diéu tri tic thi bing thudce
nho mét gdy co dong tir va tham khao ¥ kién bac si.

Bénh nhén phai dugc huéng din sir dung diing cich COMBIVENT. Phai cén than khong dé dung
dich hodc khi dung cia COMBIVENT vao mit. Nhitng bénh nhan c6 kha nang bi bénh glé-com
can duoc canh bdo dac biét dé bao vé mit.

Khuyén céo sitr dung COMBIVENT dung dich dung cho khi dung (UDV) qua 6ng ngidm. Néu
khong sin c6 6ng ngdm ma sir dung mit na khi dung thi phai dung mét na phu hop.

Trong céc trudng hop sau, nén can nhic sit dung COMBIVENT sau khi ¢6 danh gid k§ ludng
gitra loi ich/nguy co, dic biét khi duing liéu cao hon liéu khuyén céo: bénh nhan tiéu dudong khong
duge kiém soat ddy du, mai bi nhdi méu co tim, rdi loan tim mach thuc thé trdm trong, cudng
giap, u tiy thuong than, nguy co glo-com goc hep, phi dai tién liét tuyén hodic tic nghén cb bang
quang.

d6 ¢c6 COMBIVENT.

Pi c6 biang ching tir dit liéu hdu mai va trong y vin di dugc cong b vé céc truomg hop hiém xay
ra thidu mau co tim cuc bo lién quan dén salbutamol. Nhiing bénh nhan dang mic bénh tim ning
(nhu bénh tim do thiéu méu cuc bo, loan tim nhip nhanh hoic suy tim ning) ma ding salbutamol
diéu tri bénh dudng hd hép nén than trong hoi y kién bac sy néu bi dau nguc hodc cac triéu ching
khéc cua tinh trang bénh tim nang lén. Nén luu y dénh gia céc triéu chimg kho thd va dau nguc
do nhing triéu chimg nay c6 thé xut phét tir nguyén nhan ho hip hozc tim mach.

Piu tri bing thudc chi van beta2 ¢ thé gdy ra ha kali huyét nang. Ngoai ra, tinh trang giam oxy
¢6 thé lam tram trong thém tac dong cua ha kali huyét trén nhip tim.

Bénh nhan bi xo hoéa dang nang ¢6 thé d& bi rdi loan nhu dong da day rudt.
Trong trudng hop khé thé tién trién nhanh, cép tinh, nén dén kham bac s§ ngay lap tirc.

Béc si nén xem xét lai phéc dd didu tri bénh nhan néu can dung lidu cao hon mtrc khuyén cao mai
kiém soat duoc triéu chimg.

Viée sit dung COMBIVENT c¢6 thé dua dén két qua duong tinh véi salbutamol khi lam xét
nghiém cén 1am sang dé danh gia lam dung hoat chét salbutamol, vi du trong trudong hop ding
cht kich thich dé nang cao thanh tich thé thao.

Twong tiac
Dung dong thdi céc dan xudt clia xanthine ciing nhu cc thudc beta-adrenergic khac va céc thuoce

khéng cholinergic c6 thé 1am ting céc téc dung phy.
Giam kali mau do chét chu vén beta c6 thé s& trAm trong hon khi diéu tri dong thdi véi cac din
xuét xanthine, cac glucocorticosteroid va thudc lgi tiéu. Nén xét dén kha nang nay dic biét &

nhitng bénh nhén bi tic nghén duong hd hip ning.

Giam kali mau c6 thé 1am cho nhitng bénh nhan dung digoxin d& bi loan nhip tim.

Combivent UDV 04-LPI-VN Page 3 of 9
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Phai theo ddi ndng do kali huyét tuong trong nhitng truong hop nay.
T4c dung gidn phé quan c6 thé giam nghiém trong khi diing dong thoi véi céc thude wre ché beta.

Nén sir dung than trong céc chat chi van beta-adrenergic & nhitng bénh nhan dang diéu tri véi céc
thude trc ché monoamine oxidase hodc thude chdng trdm cam ba vong, do tédc dung cua céc chét
chti vén beta-adrenergic c6 thé manh Ién.

Hit céc chat gdy mé hydrocarbon dugc halogen héa nhu halothane, trichloroethylene va enflurane
6 thé gdy tang sy nhay cam dbi vai tac dung trén hé tim mach cta cac chét chi vén beta.

Kha niing sinh sin, thai ky va cho con bu
Chua thiét 1ap dugc tinh an toan cia COMBIVENT trong giai doan thai ky & ngudi. Nén chua y |
tac dung gay trc ché co thit tir cung cia COMBIVENT. Loi ich cua viée sir dung COMBIVENT ]
trén phu nit nghi ngd hodic da xéc dinh c6 thai phai dugc cén nhéc so véi nguy co ddi vai thai nhi.

Nén 4ap dung céc bién phap than trong thong thuong khi sir dung thude trong thai ky, ddc bigt, ,
trong 3 thang dAu thai k. U [é

Déi v6i ipratropium bromid, céc nghién ciru tién 1am sang khong cho thdy dgc tinh trén phoi thai/

hodc tac dung gy quai thai ctia thudc sau khi sir dung thubc duong khi dung hodc dudng trong :
miii véi liéu cao hon dang ké liéu khuyén cdo & ngudi. i vé6i salbutamol sulfat, cac nghién ciru N
tién 1am sang d3 khong chi ra anh hudng c6 hai truc tiép hay gian tiép trir khi x6ng hit qué lidu :
hang ngay t&i da dugc khuyén cdo sir dung cho ngudi (Maximum Recommended Human Daily P
Dose - MRHDD). o
Hién van chua rd ipratropium bromid va salbutamol sulfat c6 dugc bai tiét vao sira me hay »
khong. Mic du céc cation bac bon khong tan trong lipid vao dugc sita me, rat kho c6 kha ning N
ipratropium bromid dén dugc tré duge bi me véi lugng 16n khi dung dang hit. Tuy nhién, ciing ¥
nhu nhiéu loai thudc duoc bai tiét vao sita me, nén than trong khi duing COMBIVENT & phu nit .S
dang cho con bu. i

Chua ¢6 nghién ctru nao vé anh hudng dén tinh sinh san trén ngudi dwoc tién hanh véi
COMBIVENT. Céc nghién ctru tién lam sang dugc tién hanh véi ipratropium bromid va
salbutamol cho thdy khong c6 anh hudng bat lgi dén kha ning sinh san.

b

Téc dong 1én kha niing ldi xe va van hanh mdy méc

Chua c6 nghién ctru duge tién hanh vé anh huong cua thudc 1én kha nang lai xe va van hanh may
moc. Tuy nhién, bénh nhan nén duge thong bao vé cac tac dung khong mong mudn c6 thé xay ra
trong qu4 trinh st dung COMBIVENT nhu chéng mit, r6i loan diéu tiét, gidn dong ti, nhin md.
Vi védy nén than trong khi lai xe hodc van hanh may moc. Néu gap phai cac tac dung khong mong
mudn nhu d& cdp & trén, bénh nhan nén tranh nhimg hoat dong c6 kha ning giy nguy hiém nhu
lai xe hodc van hanh may maoc.

Téc dung phu
Nhiéu téc dung khong mong mubn dugc liét ké c6 thé do dic tinh kich thich than kinh giao cam
beta2 va khang cholinergic cia COMBIVENT. Gidng nhu tit ca cac thudc dung duong khi dung,

Combivent UDV 04-LPI-VN Page 4 of 9
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COMBIVENT c6 thé gay kich tmg tai chd. Cac phan tmg bt loi dugc ghi nhén tir dit liéu cua cac

thir nghiém 14m sang va canh gidc dugc sau khi thue duge luu hanh.

Tac dung phu gip thudng xuyén nhét trong cac thir nghiém 1am sang la dau déu, kich tng cb
hong, ho, khoé miéng, rdi loan nhu dong da day — rudt (bao gém tdo bon, tiéu chay va non), budn

non va chong mat.

Réi loan hé mién dich:
Phan rng phan vé
Qué man

Réi loan chuyén héa va dinh dudmeg:

Ha kali huyét

R&i loan tdm thén:
R&i loan tinh than
Lo ling

R&i loan hé than kinh:
Chong mat

Pau dau

Run

R&i loan thi giac:
Réi loan diéu tiét
Phu gidc mac
Glo-com

Tang ap luc ndi nhan
Gién dong tir

Nhin m¢

Pau mit

Sung huyét két mac
Nhin thdy hao quang

Réi loan tim mach:
Panh tréng nguc
Tim dap nhanh
Loan nhip tim

Rung nhi

Nhip nhanh trén that
Thiéu mau co tim

R&i loan hd hip, nguc va trung that:
Ho

Kho phat am

Kho hong

Co thét phé quan

Combivent UDV 04-LPI-VN
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Co thét phé quan nghich ly (gdy ra béi thude gian phé quan)
Co that thanh quan
Phu hong

Rbi loan da day rudt:

Khé miéng

Budn nén

Kich timg hong

Tiéu chay

Noén

Tao bon

Réi loan van dong da day rudt

P i e
iém miéng /

Réi loan da va mé duéi da:
Céc phan ing da nhu
- Phét ban
- - Ngua
- May day
Phu mach
Tiét nhiéu md hoi

R4i loan co xuwong va md lién két
Co thét co

Yéu co

Pau co

ROi loan than va tiét niéu
U' tiéu

R&i loan toan than va tai vi tri sir dung:
Suy nhugc

Nghiém phdp dénh gié:
Giam huyét ap tim truong
Tang huyét 4p tdm thu

Théng bdo cho bdc sy cdc tdc dung khong mong mudn gip phai khi ding thudc

Quii lidu

Triéu ching

Tac dung cta qué liéu chi yéu lién quan dén salbutamol.

Céc triéu chimg qué lidu la cac tridu chimg do kich thich qua mirc beta adrenergic, chu yéu la
nhip tim nhanh, ddnh tréng nguc, run, tang huyét ap, ha huyét ap, tang ap lyc mach mau, dau thit

Combivent UDV 04-LPI-VN Page 6 of 9
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nguc, loa,u} nhip tim va con néng bimg. Tinh trang nhiém toan chuyén héa ciing da dwoc ghi nhan
khi qua liéu salbutamol

Céc tri¢u chimg qua lidu véi ipratropium bromid (nhu khd miéng, rdi loan didu tiét mét) c6 tinh
chat nhe va thoang qua do pham vi diéu tri rong va sir dung tai chd.

Diéu tri

Str dung thudc ngu, thudc an than, diéu tri tich cuc trong trudng hgp néng.

Céc thude doi khéng ddc hiéu phi hop l1a cic thude (e ché thu thé beta, thich hop hon 1a chon loc
trén betal; tuy nhién, can phai tinh dén kha ning ting tic nghén phé quan va nén diéu chinh lidu

than trong & nhitng bénh nhan dang bi hen phé quan. / (Z/ !
/7

Duwoc Iy hoc

Ipratropium bromid 12 mot hop chit ammonium béc bén véi dic tinh khang cholinergic (liét than
kinh d6i giao cam). Trong céc nghién ctru tidn 1am sang, thude thé hién tac dung trc ché cac phan
Xa qua trung gian day than kinh phé vi bing cach dbi khang tac dung cua acetylcholine, mot chat
dan truyén phéng thich tir thin kinh phé vi. Cac thudc khang cholinergic ngin chin sy gia tang
ndng d6 Ca™" nodi bao gdy ra boi twong téc giira acetylcholin va thu thé muscarinic & co tron khi
phé quan. Ca™ dugc giai phong qua trung gian 1a hé truyén tin thi hai chta IP3 (inositol
triphosphate) va DAG (diacylglycerol).

Hién tuong co thit phé quan sau khi dung ipratropium bromid chu yéu la tac dung cuc b va dic
hi¢u tai phoi va ban chat khong cé tac dung toan than.

Salbutamol sulfat 14 mot chat kich thich betaz adrenergic véi tac dung trén co tron dudng hd hip
gdy gidn co. Salbutamol gy gidn toan bd co tron tir khi quan dén tiéu phé quan tan va chéng lai
céac kich thich gy co thét phé quan.

COMBIVENT cung c¢ip su phong thich dong thoi ipratropium bromid va salbutamol sulfat cho
tac dung phdi hop 1én ca thu thé muscarinic va betasz-adrenergic & phdi gdy gidn phé quan vuot
trdi so voi khi ding cac thude chira thanh phéan don 1¢.

Nhitng nghién ciru ¢6 d6i chimg & bénh nhin co thit phé quan c6 hdi phuc cho thiy
COMBIVENT c6 tac dung gidn phé quan manh hon mdi hoat chit don 1¢ cta thude va khong lam
tang tac dung ngoai y.

Duwgc dong hoc

Ipratropium bromid

Tdng lwong ipratropium (hoat chét gbc) thai trir qua than (0 — 24 gid) khoang 46% lidu dung
duong tinh mach, dudi 1% liéu dudong udng va khoang 3 — 4% liéu khi dung. Dya trén nhimg dit
liéu hién c6, sinh kha dung toan phan cta ipratropium bromid duong udng va duong khi dung
uéc tinh 1an luot 12 2% va 7 dén 9%. Xem xét dén yéu t6 nay thi luong ipratropium bromid nudt
vao khong déng gop déng ké vao phéan bd toan than.

Céc thong sé dong hoc md ta su phan b ipratropium duoc tinh toan tir ndng do thudc trong huyét
tuong sau khi tiém truyén tinh mach. Nong do thudc trong huyét twong dugc ghi nhan giam
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nhanh chéng qua 2 giai doan. Thé tich phan bd biéu kién & trang thai 6n dinh (Vdss) khoang 176
L (= 2,4 L/kg). Thuoc gan rat it v6i protein huyét twong (du6i 20%). Céc nghién ctru tién lam
sang tién hanh trén chudt va cho cho thay ipratropium amin bac 4 khong qua dugc hang rao méau

ndo.

Thoi gian ban thai x4p xi 1,6 gio. D§ thanh thai toan phan cua ipratropium 1a 2,3 L/phut va d¢
thanh thai qua than 1a 0,9 L/phit. Sau khi tiém truyén tinh mach, khoang 60% lidu thudc c6 kha
ning dugc chuyén héa chu yéu tai gan qua con duodng oxi hoa.

Trong mot nghién ciru vé can bing thai trir, tong lugng phong xa lién quan dén thude (bao gdbm
hoat chat ban ddu va tit ca céc chat chuyén hoa) thai trir qua than (6 ngay) 1a 72,1% liéu tiém
truyén tinh mach, 9,3% liéu dudng ubng va 3,2% liéu khi dung. Téng lwong phong xa thai trir
qua phan chiém 6,3% liéu tiém truyén tinh mach, 88,5% lidu dudng udng va 69,4% lidu khi dung.
Tinh theo lugng phéng xa lién quan dén thudc duge thai trir sau khi dung duong tinh mach thi
thude duge thai trir chi yéu qua than. Thoi gian ban thai cua phéng xa lién quan dén thudc (hoat

chit ban dau va cac chét chuyén héa) 1a 3,6 gid. Chét chuyén héa chinh thai trur qua duodng ni¢u
gan yéu vdi thu thé muscarinic va dugce cho la khong c6 hoat tinh.

Salbutamol

Salbutamol dugc hp thu nhanh va hoan toan sau khi ding dudng udng do nudt phai khi phun khi
dung hodc udng qua dudng tiéu hoa va co sinh kha dung duong udng vao khoang 50%. Nong do
dinh trung binh cua salbutamol trong huyét tuong 1a 492 pg/mL dat dugc trong vong 3 gid sau
khi khi dung véi COMBIVENT. Sau khi hit liéu don, khoang 27% liéu ding qua ng ngim duoc
thai trir dudi dang khong ddi qua nudc tiéu trong 24 gid. Cac thong sé dong hoc dugc tinh toan tir
ndng do thude trong huyét twong sau khi tiém truyén tinh mach. Thé tich phan bd biéu kién (Vz)
vao khoang 156 L (= 2,5 L/kg). Khoang 8% thubc gin véi protein huyét twong. Salbutamol qua
dugc hang rao mau ndo va dat duge ndng do bang khoang 5% ndng do thude trong huyét tuong.
Thoi gian ban thai trung binh khoang 4 gidy v6i d9 thanh thai toan phan trung binh 1 480 mL/phut
va do thanh thai qua than trung binh 1a 291 mL/phut.

Salbutamol dugc chuyén héa thanh dang lién hop salbutamol 4°-O-sulfat. Pong phan déi hinh
R(-) cua salbutamol (levosalbutamol) chuyén hdéa manh hon vi vy thai trir ra khoi co thé nhanh
hon ddng phan ddi hinh S(+). Sau khi tiém tinh mach, thuc dwoc thai trir hoan toan qua dudng
niéu sau khoang 24 gi¢. Thude dwoc thai trir chu yéu dudi dang hoat chét gbc (64,2%) va 12%
dudi dang lién hop sulfat. Sau khi ding thudc duong udng, ty 1¢ thai trir qua dudng niéu cua
thudc 1a 31,8% dang hoat chét gbc va 48,2% dang lién hop sulfat.

Str.dung ddng thoi ipratropium bromid va salbutamol sulfat khong gy anh huéng toi viée hép
thu cta timg thanh phan trong co thé va do d6 tac dung cong hop cia COMBIVENT Ia tac dung

két hop tai chd trén phdi sau khi khi dung.

Han dung
24 thang ké tir ngay san xuét

Bio quian
Bao quan dudi 30°C, tranh anh sang.

Quy cich déng géi

Combivent UDV 04-LPI-VN
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Lo don liéu chira dung dich dung cho khi dung
Hop 10 lo chira 2,5ml dung dich dung cho khi dung

Sén xuit béi

Laboratoire UNITHER

Espace Industriel Nord,

151 rue André Durouchez

CS 28028, 80084 Amiens Cedex 2,
Phap

POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
PE XA TAM TAY TRE EM
NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC SY
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