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R«Combivente il
THUOC NAY CHI DUNG THEO BON THUGC
DE XA TAM TAY TRE EM
DQC KY HUGNG DAN SU DUNG TRUOC KHI DUNG
Thanh phén (¢ thudc
Thanh phan hoat chéat:

Mét I dom liéu (2,5 ml) dung dich ding cho khi dung chira:
(8r)-3a-hydroxy-8-isopropyl-1aH,5aH-tropanium bromide (+)-tropate
monohydrate

(= ipratropium bromid)

trong (png v&i 500 meg ipratropium bromid dang khan
dif(RS)-2-tert-butylamino-1-(4-hydroxy-3-hydroxymethyi-phenyl)ethanol]
sulphate

(= salbutamol sulfat)

twong (rng v&i 2500 mcg salbutamol dang ba zo
Thanh phan té dupc:

Natri chiorid, acid hydrochloric, nwéc tinh khiét
Dang bio ché;

Dung dich trong sudt, khang mau hoic gén nhu khong mau, khéng cé cac tidu
phén treo lo lig, dugc chira trong lo don lidu polyethylene

522 mcg

3013 mcg

Chi dint
COMBIVENT dung dich dung cho khi dung trong I don lidu duoc chi dinh dé
kiém soét co that phé quan c6 hdi phuc do banh Iy téc nghén dudng hd hp
& nhirng bénh nhan can nhidu hon mt thudc gian phé quan.

. lidu di
Do thiéu théng tin vé viéc st dung trén tré em COMBIVENT khéng dugrc chi
dinh cho bénh nhan nhi.
COMBIVENT chura dugc nghién ciru st dung trén bénh nhan suy gan hoic suy
than. Nén than trong khi str dung thuéc cho nhirng di twong bénh nhan nay.
Bénh nhan nén dén kham bac s7 hodc dén bénh vign gAn nhét ngay tap tirc
trong trueding horp bi khé thr cp holic chieng kho thér nding thém mét cach
nhanh chéng néu diing thém liéu khi dung COMBIVENT khdng dem lai cdi
thién théa dang.
Bac s nén xem xét ai ké hoach diéu tri bénh nhan néu cin ding fiéu cao hon
mirc khuyén cdo méi kim sodt dioc trigu chirng.
Trong diéu tri hen, nén can nhic st dung ddng thoi thudc khang viém.
Lidu lugng sau dy clia COMBIVENT dugc khuyén cao cho ngudi Iom (ké i
bénh nhan cao tudi):

COMBIVENT dung dich dung cho khi dung trong lo don lidu c6 thé sir dyng voi
may khi dung phis hop hodc bang may thé 4p Iwe duong ngét quing.

Nén bét d4u didu trj v sir dung co sip giam sat y 16, vi dy sir dung trong bénh
vién. C6 thé khuyén céo didu tri tai nha trong nhirng trwomg herp ngoai 18
(cd nhikng trigu chimg ning hodic vér nhimg bénh nhan da 6 kinh nghigm didu
tri truGe 46 cAn phai ding liéu cao hon) khi diing lidu thip céc thuéc gian phé
quén téc dung nhanh chii van beta van chwa da giam triéu chimng va sau khi
xin § kién cda béc sj co kinh nghigm didu tri.

Neén udn ludn bét dau didu tri dung dich khi dung trong lo don lidu (unit dose
vial - UDV) véi liéu khuyén cao thép nhét (1 Io). Trong nhirng trudng hop rét
néing, c6 the phai diing t&i 2 lo dé tam giam trigu chimng. Nén ngirng didu tri khi
viéc gidm triéu chirng dat duoc day di.

Didu trj con cép tinh:

01 lo don liéu I 4 3é cit con nhanh chong trong nhidu tredmg herp.

Trs)ng céc trudmg hop néing, néu khang cit con dwoc voi mot lo dom lidu, ¢

thé can diing dén lo don liéu thir 2. Trong nhirng trréng hop ndy, bénh nhan
nén dén kham béc s hoac ngay I4p tirc dén bénh vién gin nhét.

Bidu trj duy tri
1o don liéu x 3 dén 4 lAningay

Hwong dén st dung

Lo thuéc don liéu chi dwoc dang d hit véri dung cu thich hop, khang duge

udng hosc tiém.

Khang can thiét pha loding dung dich trong lo don lidu d& khi dung.

1. Chudn bi dung cy khi dung & nap thudc theo
hwéng dan cla nha san xuét hodc bac si.

2. M tii thudc va tach réi mét lo dom lidu tir vi
thube.

3. M@ lo don lidu bing cach vin manh dau trén cia
=) lo thuéc.
4. Ep manh than lo dé thudc chéy vao bu khi dung.

£
f@

Vilp thube don lidu khong c6 chét bdo quén, nén didu quan trong f cin dung
ngay dung dich thuéc sau khi mé va lo thuc méi chi dige dung mét tin dé
tranh nhiém khuan. Nén loai bo nhibng lo thudc da diing mét phan, da mé
hoac bi hiwr .
Tuyét ddi khong dugc trgn COMBIVENT dung dich khi dung véi cac thuc khac
trong ciing mét dyng cu khi dung.

bna chi di
Chéng chi dinh COMBIVENT cho:
- B&nh nhan bj bénh co tim tAc nghén phi dai hoac loan nhip nhanh.
- Bénh nhan qua mén voi atropin hodic céc dén xudt clia atropin hoiic bét

¢l thanh phan no clra thubc.

Canh bao va thin trong khi ding thuée
Qua man
Ca thé xudt hign cac phan tng qua mén tirc thi sau khi ding COMBIVENT,
biu hién b&i céc trwérng horp hiém gap bi may day, phi mach, phét ban, co
thét phé quan va phis hdu hong.
Co thét phé quan nghich Iy
Ciing nhur cac thubc khi dung khac, COMBIVENT c6 thé gy co thit phé quan
nghich 1y va c6 thé de doa tinh mang. Néu xuét hién co thét phé quan nghich
ly thi nén ngivng ding COMBIVENT ngay tirc thi va thay bing phurong phap
didu trj khac.
Bién ching & mét
DA cb nhiing bao c4o riéng 18 vé cac bién chivng tai mat (nhw gian ddng tir,
téng &p lrc ni nhan, glo-com goc hep, dau mét) khi bj ipratropium bromid dang
khi dung ding [n()t minh hodc két hop véi mt chét chi van beta, adrenergic
tiép xtc véi mat.
Bau mét hodc kh chiu & mat, nhin me, thy hao quang hodc nhin hinh anh
bi nhubm mau két hop véi 46 mét do sung huyét két mac hoac phis gidc mac
¢4 thé la cac dAu higu cla gla-com goc hep cp. Néu co bt ky sy két hop
n&o clia cac trigu chirng trén thi nén didu tri ttrc thi béng thube nho mat gy co
ddng tir va tham khao ¥ kién béc si.
Bénh nhan phai dwoc huéng dan st dyng ding cach COMBIVENT. Phai cin
than khong d& dung dich hodc khi dung clia COMBIVENT vao mat. Nhirng
bénh nhan c6 kha nang bj bénh glé-com cén duoc canh bao déc bigt dé bao
vé mat.
Khuyén céo st dyng COMBIVENT dung dich diing cho khi dung (UDV) qua
6ng ngam. Néu khdng s&n co bng ngam ma si¥ dung mét na khi dung thi phai
diing mét na vira khit.
Anh huéng toan than
Trong cdc trudng hop sau, nén can nhic st dung COMBIVENT sau khi ¢6
danh gia k§ lwing gilra lgi ichinguy co, d3c bigt khi ding lidu cao hon lidu
khuyén cao: bénh nhan tiu dueng khong dwec kiém soat Ay dd, moi bi nhbi
méu co tim, rdi ioan tim mach thirc thé trdm trong, cramg gidp, u iy thuong
thén, nguy co glé-com goc hep, phi dai tin liét tuyén hodic tdc nghén ¢ bang
quang.
Anh hudmg trén tim mach
Céc anh huéng trén tim mach 4 dugc quan sat thy khi stz dyng cac thube
gibng giao cam, trong d6 c6 COMBIVENT.
B4 c6 bang chirg tlr dir iu hau mai va trong y van d& duorc cong bé vé cac
trwreng hop hiém xay ra thiéu mau co tim cyc bd lién quan dén salbutamol.

L&p dung cu khi dung va str dung theo diing
hueérng dan.

Sau khi dung, loai bd phan thubc con ai trong bau
khi dung va lam sach dung cy khi dung theo sir
huéng dan cla nha san xuét.

Nhirng bénh nhan dang méc bénh tim nang (nhw bénh tim do thiéu méu cuc
b0, loan nhip tim hodc suy tim nang) ma diing salbutamol diéu tri bénh dudng
hé hép nén than trong hoi  kién bac s§ néu bj dau ngue hodc cac tridu chimg
khéc cda tinh trang bénh tim nang I8n. Nén leu y dénh gia cac triéu ching kho
thé va dau ngyc do nhirng triéu chimg nay c6 thé xuat phat tir nguyén nhén ho
hap hoéc tim mach.

Gidm kali mau .,

Bidu tri bing thube chi van beta2 o6 th gay ra ha kali huyt nding. Ngoai ra,
tinh trang gidm oxy c6 thé lam tram trong thém téc dong clia ha kali huyét trén
nhip tim. Trong trurng hop nay, khuyén cao phai kidm soét néng 66 kali trong
huyét thanh.

Réi loan nhu dng da day - ruét

Bénh nhan bj xor héa dang nang c6 thé dé bi rdi loan nhu dong da day ruot.
Khé thér

Trong trwamg hop kho thé tién trién nhanh, cép tinh, nén dén kham bac s§
ngay lap tlrc.

Anh hudng dén cac xét nghiém hoic cac phurong phép chén doan

Viée st dyng COMBIVENT c6 thé dua dén két qua dwong tinh voi salbutamol
khi 1am xét nghiém can 13m sang d& danh gia lam dung hoat chét salbutamol, vi
duy trong trudmg herp ding chét kich thich d& nang cao thanh tich thé thao.

Sir dyng két hgp COMBIVENT vai cc thubc khéng cholinergic khéc trong
theri gian dai chwa dwgc nghién ciru. Do d6 khong khuyén céo diing két hop
COMBIVENT v&i cac thubc khang cholinergic khac trong thei gian dai.

Ding déng thdi cAc dAn xuét clia xanthine ciing nhw cac thubc beta-adrenergic
khac va cac thubc khang cholinergic c6 thé 1am tang céc tac dyng phy.

Gidm kali mau do chét ch van beta, c6 thé s& trm trong hon khi didu trj dng
thr véi cac dan xuét xanthine, cac glucocorticosteroid va thudc loi tidu. Nen
X6t dén kha nang nay dic biét & nhitng bénh nhan bj tic nghén dudmg ho
hép néng.

Gidm kali mau c6 thé iam cho nhibng bénh nhan dung digoxin d& b loan

nhip tim.

Phai theo ddi néng d kali huyét twong trong nhizng trdng hop nay.

Tac dung giéin phé quan c6 thé gidm nghiém trong khi diing ddng thei véi cac
thudc (rc ché beta. :

Nén str dung than trong cac chét chi van beta,-adrenergic & nhirng bénh nhan
dang didu trj véi cac thuée tre ché monoamine oxidase hodic thudc chéng trim
¢am ba vong, do tac dung clia cac chét chi van beta, -adrenergic c6 thé manh lén,
Hit céc chét gay mé hydrocarbon dugc halogen hoa nhu halothane,
trichlorosthylene va enflurane c6 thé gay ting sy nhay cam déi véi tac dung
trén hé tim mach clia cac chét chii van beta.

Do khéng-co cac nghién clru vé tinh twong ky clia thudc, khong trén 1n thube
nay véi cac thubc khac

Sird hude ct (P c6 thai va ct 1 bii

Thai ky

Chua thiét Iap dwoc tinh an toan cla COMBIVENT trong giai doan thai Ky

& nguoi. Nén chu y tc dung gay e ché co that tiy cung cia COMBIVENT. Li
ich ca viéc st dung COMBIVENT trén phy ni¥ nghi ngér hodc da xac dinh co
thai phai dwoc can nhéc so véi nguy co déi voi thai nhi. Nén 4p dyng cac bién
phap thén trong thong thirong khi st dung thudc trong thai ky, dac biét trong
3 thang dau thai ky.

Déi vi ipratropium bromid, cac nghién ctru phi IAm sang khong cho thy dac
tinh trén phéi thai hoiic tac dung gay quai thai ctia thuéc sau khi sl dung thudc
dudng khi dung hogic duwéng trong mii véi liu cao hon dang k& lidu khuyén
ca0 & ngudi. DI voi salbutamol sulfat, cac nghién cieu phi ldm sang da khéng
chira anh hudng co hai tryec tiép hay gian tiép trie khi xong hit qué lidu hang
ngay tdi da dwgc khuyén cdo str dung cho ngudi (Maximum Recommended
Human Daily Dose - MRHDD).

Cho con ba

Hién van chwa ro ipratropium bromid vé salbutamol sulfat cé durec bai tiét vao
sira me hay khong. R4t kho c6 kha nang ipratropium bromid dén duec tré
dwogc b me vdi lugng Idn, déc biét 14 khi dung dang hit. Tuy nhién, nén than
trong khi dung COMBIVENT & phu ni¥ dang cho con bu.

Kha niing sinh san
Chura o6 nghién clru ndo vé anh hudmg dén tinh sinh san trén ngudi duwgrc
tién hanh voi COMBIVENT. Khéng c6 r liéu 1am sang trén kha ndng sinh san
cho dang phéi hop gitra ipratropium bromid va salbutamol sulfat ciing nhir cho
tirng thanh phén riéng biét. Cac nghién ciru phi Iam sang dwoc tién hanh voi
ipratropium bromid va salbutamol cha.théy khong co anh huémng bét loi dén
khé nang sinh san. :

éng cda thube | j xe.v:
Chura c6 nghién cibu dugec tién hanh vé &nh huéng clia thube 18n kha nang
1ai xe va van hanh may méc. Tuy nhiéni; bénh nhan nén duwoc théng bao
vé cac tac dyng khdng mong mudn c6 thé xay ra trong qua trinh s& dung
COMBIVENT nhu chéng mét, réi loan diéu tiét, gidn déng ti¥, nhin me. Vi vay
nén than trong khi lai xe hodc van hanh-may méc. Néu gap phai cac tac dyng
khang mong mudn nhi d& cap & trén, bénh nhan nén tranh nhikng hoat dong
¢6 kha nding gy nguy hiém nhu & xe hodc van hanh may moc.

Téc dung khéng mong muén ctia thuéc

Nhigu tac dyng khong mong mun dugc liét ké co thé do dic tinh kich thich
thén kinh giao cam beta2 va khang cholinergic cia COMBIVENT. Gidng nhu tht
¢4 céc thude ding dueng khi dung, COMBIVENT c6 thé géy kich trng tai ché.
Céc phan (ng bat loi dugc ghi nhan tir di liu cta cac thir nghiém 1am sang
va cnh giac dugc sau khi thube dwee lu hanh,

Tac dyng phy g3p thudmg xuyén nhét trong cAc thir nghiém 1am sang 1 dau
déu, kich tmg c hong, ho, khd miéng, réi loan nhu dong da day rujt (bao gdm
tao bén, tiéu chdy va ndn), budn ndn va chong mat.

Cac tac dung khdng mong mudn sau déy dugc bao cao dya trén cac thir
nghiém (am sang bao gdm 3488 bénh nhan
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Nhin thy hao quang [Hiém 93p
Réi loan tim mach: :
Danh tréng nguc Khong phé bién
Hbi hop Khéng phé bién
Loan nhip tim Hiém gap
Rung nhi Hiém gap
Thiéu mau co tim Hiém gap
Nhip nhanh trén thét Hiém gép
bi o.h va At
Ho Khéng phé bién
Khé phat am Khéng pho bién
Kich thich ¢b hong Khéng phd bién
Co thét phé quan Hiém gp
Co thét phé quan nghich ly @ Hiém gép
Khé hong Hiém gap
Co that thanh quan Hiém gap
Phis hong Hiém gap
Réi loan da day rugt:
Kho miéng Khang phd bién
Budn nén Khéng phd bién
Réi loan nhu dgng da day rugt Hiém gap
Vi dy:
Tiéu chay Hiém gép
Téo bén Hiém gép
Nén Hiém gap
Ph miéng Hiém gap
Viém migng Hiém gap
Phan ng da Khang phd bién
Tiét nhiéu md hoi Hiém gép
Phat ban Hiém gép
May day Hiém gap
Ngtra Hiém gap
i loan co xwong va md lisn ké
Co thét co Hiém gép
Yéu co Hiém gép
Dau co Hiém gép
6i n va tiét niéu:
U tidu® I Hiém gap
Suy nhuge IHiém g3p
Xétnghigm:
Tang huyét ap tam thu Khéng phd bién
Giam huyét ap tam treong Hiém gap

Tén suét

Rét phé bién =110

Phd bién 21/100 <1110

Khéng phd bién > 1/1000 <1/100

Hiém gap > 1/10000 < 1/1000

R&t hiém gap < 1/10000

Khéng rd tan suét Tan suét khéng thé danh gia da trén
cac di lidu ¢ san

R s ik dich

Phén ¢ng phan vé Hiém gap

Qué mén Hiém gap

Phi mach & ludi, méi va mét Hiém gap

Réi T - —

Ha kali huyét [Hiém gap

BKE- oan tam méﬂ

Lo ldng Khédng phd bién

R loan tam than Hiém gép

Chéng mat Khéng phd bién

Dau diu Khédng phé bién

Run Khéng phd bién

Réi loan didu tiét Hiém gap

Phi giac mac Hiém gap

Glo-com™ Hiém gép

Pau mat Hiém gap

Téng ap lrc ndi nhan O Hiém gép

Gign déng tr ™ Hiém gap

Nhin m&r Hiém gap

Xung huyét két mac Hiém gap

 Nhizng bién chitng v& mét da dugc bao cdo khi ipratropium bromid dang khi
dung tiép xdc véri mat, k& ca khi duing riéng 1é hay két hop véi thudc kich thich
beta, adrenergic — Xin xem myc Canh bao va than trong khi diing thudc.

@ Ciing nhur céc ligu phap khi dung khac, co that phé quan nghich Iy cé thé xay
ra v bidu hién thé kho khe, khé thér tang 18n ngay sau khi diing lidu thubc.

Co that phé quan nghich iy 1a phan (ing véi thudc gian phé quan tac dung
nhanh va can duge didu tri ngay. Can ngirng sir dung COMBIVENT ngay lap

tirc, bénh nhan nén duge danh gia va co ligu phap diéu tr thay thé néu can
thiét - Xin xem muc Canh béo va than trong khi ding tnuéc,

 Nguy co bi tidu co thé ting Ién & bénh rthén co san tic nghén dwong niu
Théng béo ngay cho bic sy hodc dugc sy nhirng phén tg c6 hai gip
phii khi str dyng thuée.

Qua liéy va cach xip tri
Triéu chimg

Téc dung clia qua lidu chi yéu lién quan dén salbutamol.

Céc triéu chirng qua lidu 1 cac triéu chizng do kich thich qua mirc beta
adrenergic, ch yéu 13 nhip tim nhanh, danh tréng ngyc, run, tang huyét 4p, ha
huyét ap, ha kali mau, tang ap vc mach méu, dau that nguc, loan nhip tim va
con néng birng. Tinh trang nhiém toan chuyén héa cling d4 ducc ghinhan khi
qua lidu salbutamol

Céc triéu chitng qué liéu voi ipratropium bromid (nhu khd miéng, rdi loan didu tiét
mét) c6 tinh chét nhe va thoang qua do pham vi didu tri rong va st dung tai ché.
Didu tr

Nén ngirng diing COMBIVENT. Nén xem xét dén viéc theo di kiém toan dién gii.
Str dung thudc ngu, thudc an than, didu tr tich cwc trong tredng hop ndng.
Cag thubc ddi khang dc higu phis hop la cac thude e ché thy thé beta, thich
hop hon 1a chon loc trén beta; tuy nhién, cAn phai tinh dén kha nang téng tic
nghén phé quan va nén diéu chinh idu than trong & nhiig bénh nhan dang bj
hen phé quan.

Bic tinh dwrgre Iyre hoe

Nhom dwec ly didu tri: adrenergic két hop voi khang cholinergic cho bénh ly tac
nghén duéng hd hép.

Ma ATC: RO3AL02.

Corché tac dung vé duoc luc hoc

Ipratropium bromid 14 mdt hop chét ammeonium bac bdn vér diic tink khang
cholinergic (liét than kinh déi giao cam). Trong cac nghién ciu phi lam sang,
thudc thé hién tac dung (rc ché cac phan xa qua trung gian day than kinh

phé vj bing cach déi khang tac dung ciia acetylcholine, mot chét dan truyén
phéng thich tis than kinh phé vi. Cac thubc khang cholinergic ngan chin sy gia
tang ndng dd Ca* ndi bao gay ra béi twong tac gitka acetylcholin va thy thé
muscarinic & co trom khi phé quan. Ca* dwge gidi phong qua trung gian 13 hé
truyén tin thir hai chira IP3 (inosito! triphosphiate) va DAG (diacylglycerol).
Hién turgng co thét phé quan sau khi dung ipratropium bromid chil yéu 14 tac
dung cyc bd va dac hiéu tai phdi va ban chat khang co tac dung toan than.
Salbutamol sulfat la mot chét kich thich beta, adrenergic v&i téc dung trén co
tron dwong ho hdp gay gian co. Salbutamol gay gidn toan bd co tron tir khi
quan dén tiéu phé quan tan va chéng lai cc kich thich gay co thit phé quan.
COMBIVENT dang khi dung cung cp sy phéng thich déng thei ipratropium
bromid va salbutamol sulfat cho tac dung phéi hop Ién cé thy thé muscarinic va
beta,-adrenergic & phdi gay gidin phé quén virot trdi so voi khi diing céc thubc:
chira thanh phan don 1é.

Céc thir nghiém 1am sang

Nhitng nghién ciru c6 ddi chibng & bénh nhan co thét phé quan co hdi phuc
cho thdy COMBIVENT c6 tac dung gian phé quén khi ding duéi dang khi dung
manh hon méi hoat chét don 1 clia thubc va khang lam tang tac dyng ngoai y.
Trong mot thir nghiém then chét 85 ngay, da trung tam, ngdu nhién, mi

doi, tién hanh song song, 652 bénh nhan cd bénh phdi tac nghén man tinh
(COPD) dugrc dénh gia v& higu qué gian phé quan khi ding COMBIVENT UDV
(222 bénh nhan) so véi ting thanh phan riéng 12 clia thube, ipratropium bromid
(214 bénh nhan) va salbutamol sulfate (216 bénh nhan). Trong nghién ctru

nay, COMBIVENT UDV céi thién dang ké chirc nang phdi dugc chirng minh

b&i FEVA téing 15% hodic cao hon so v i tri nén, Thii gian trung binh dé
FEV1 bét d4u tang 15% 1 15 phit & mdj nhom didu tri. Thoi gian trung binh

dé dat téc dung t6i da 1a mot gir ddi véi COMBIVENT UDV, trong khodng mot
dén hai gior d6i v6i nhdm ipratropium, va 30 phut dén mét gio dbi vai nhom
salbutamol. Thoi gian tac dung trung binh Ia 3-5 gio khi ding COMBIVENT UDV,
0 vGi 4 giér khi dung ipratropium bromid va 2-3 gio' khi duing salbutamol sulfate.
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Két qua tir thr nghiém then chét 85 ngay, da trung tam, ngAu nhién, mi d8i,

tién hanh song song, 652 bénh nhan véi bénh phdi tAc nghén man tinh (COPD);
phén tram thay ddi FEV1 trung binh theo thévi gian so véi gia tri ban dAuC= phéi
hop hai thanh phan (n=213), I=lpratropium (n=209), A=Albuterol (n=207)

Trong mét thir nghiém phy trg 85 ngay, da trung tam, ngau nhién, mi d6i,

tién hanh song song, 195 bénh nhan c6 bénh phéi tc ngh&n mén tinh dugc
didu tri ngdu nhién bing may khi dung didu khién bing ap lyc voi salbutamol
(2,5 mg trong fo don liéu 3mL) cling 0,3 mL gi& dwgc hogic 0,3 mb dung dich
ipratropium bromid (500 mcg), 3 14n méi ngay trong 3 thang. Trong nghién

clru ndy, COMBIVENT UDV {salbutamol sulfate va ipratropium bromid) cai
thién dang ké chire ndng phdi dugc chitng minh béi FEV1 tang 15% hodc
cao hon so véi gid tri ndn. Thai gian trung binh d& FEV1 bt dau ting 15% la
15 phit & ¢4 hai nhém. Hiéu qua thi da dat ducrc dbi véi phodi hep ipratropium/
salbutamot 14 1-2.gitr, so véi phéi hop gia dwoc/salbutamol 12 1 gi¢r. Thoi gidc
tac dung trung binh 14 5-7 giér ddi voi phbi hop ipratropium/salbutamol, so véi
3-4 gty d6i véi phéi hop gia duoc/salbutamol.

Cac nghién ctru ndy da chirng minh tirng thanh phan ciia COMBIVENT UDV
g6p phan vao hidu qua khi phoi hop, dac biét trong 4 gitr dAu sau khi diing
thubc, va COMBIVENT UDV hidu qua hon dang ké so véi khi diing riéng 18
ipratropium bromid hogc salbutamol sulfate

Bénh nhi

Chua ¢6 nghién ctru ciia COMBIVENT trén bénh nhi

Bic tinh duwgre dong hoc

Str dyng déng théri ipratropium bromid va salbutamol sulfat khéng gay anh
huéng i vide hip thu cla ting thanh phén trong cor thé va do do tac dung cong
hgp clia COMBIVENT 1 tac dung két hop tai chd trén phdi sau khi khi dung.

Hép thu

Téng lwgng ipratropium (hoat chét géc) thai trir qua than (0 — 24 gidy) khodng
46% lidu dung dwéng tinh mach, duéi 1% lidu duémng ubng va khoang 3 - 4%
lidu khi dung. Dya trén nhikng dir lidu hién co, sinh kha dung toan phan cla
ipratropium bromid dwréng uéng va dudng khi dung wéc tinh 1an lugt 3 2%
va 7 dén 9%. Xem xét dén yéu td nay thi lrong ipratropium bromid nudt vao
khong dong gop dang k& vao phan bd toan than.

Phén b

Cac thang sb dong hoc md ta sy phan b ipratropium duwoc tinh toan tir néng
d6 thudc trong huyét twong sau khi tiém truyén finh mach. Nng d thuéc trong
huyét trong durgc ghi nhan gidm nhanh chong qua 2 giai doan. Thé tich phan
b biéu kién & trang thai n dinh (Vdss) khodng 176 L (= 2,4 Likg). Thubc gan
rét it voi protein huyét twong (du¢i 20%). Cac nghién civu phi Iam sang cho
théy ipratropium amin bac 4 khong qua dugc nhau thai va hang rao méau néo.
Chuyén dang sinh hoc

Thér gian ban thai xap xi 1,6 gi¢r. D4 thanh théi toan phén cla ipratropium I3
2,3 Liphut va d¢ thanh that qua than (4 0,9 L/iphut. Sau khi tiém truyén finh
mach, khoang 60% fidu thubc c6 kha nang dwoc chuyén héa phén (om tai gan
qua-con dudng oxi hoa.

Thaitnr . ..

Trong mt nghién ciru vé can béng thai trir, tdng lugng phéng xa lién quan dén
thubc (bao gom hoat chét ban dau va tét ca cac chét chuyén hoa) théi trir qua
than (6 ngay) 14 72,1% lidu tiém truyén tinh mach, 9,3% liu duomg udng va
3,2% lidu khi dung. Tng long phong xa thai trir qua phén chiém 6,3% lidu
tiém truyén tinh mach, 88,5% lidu dudmg udng va 69,4% lidu khi dung. Tinh
theo lwgng phong xa lién quan dén thubc duwgc thai trir sau khi ding dwémng
tinh mach thi thubc durge thai triv chi yéu qua than. Thai gian ban thai cla
phong xa lién quan dén thuéc (hoat chét ban d4u va cac chét chuyén hoa) Ia
3,6 git. Chét chuyén hoa chinh thai trir qua dudmg niéu gén yéu véi thy thé
muscarinic va dwoc cho 1a khdng c6 hoat tinh.

Salbutamol

Hép thu va phén bb

Salbutamol durgc hép thu nhanh va hoan toan sau khi diing dwéng ubng do
nudt phai khi phun khi dung hoac ubng qua duémg tidu hoa va co sinh kha
dung dwérng udng vao khoang 50%. Néng d dinh trung binh ciia salbutamol
trong huyét tuong 14 492 pg/mL dat dugrc trong vong 3 gio sau khi khi dung véi
COMBIVENT. Céc théng s6 dong hoc duwgec tinh toan tir néng d thubc trong
huyét twrong sau khi tiém truyén tinh mach. Thé tich phan b biéu kién (Vz) vao
khoang 156 L (= 2,5 LJkg). Khoang 8% thudc gén vdi protein huyét trong.
Trong cc nghién clru phi 1am sang, khoang 5% ndng df salbutamol trong mau
duoc tim thay frong ndo. Tuy nhién, didu nay chl yéu dai dién cho sw phan bd
ctia chét nay trong phan dich ngoai bao ciia ndo.

Chuyén dang sinh hoc va Thai trir ’

Sau khi hit mot liéu duy nhat, khodng 27% liéu dung wéc tinh gua dng ngam
duwoc thai trie nguyén ven qua nudc tidu trong 24 gi¢r. Thévi gian ban thai trung
binh khodng 4 giér voi do thanh thai toan phan frung binh a 480 mLiphit va do
thanh thai qua than trung binh la 291 mL/phut.

Salbutamol dwoc chuydn hoa thanh dang fién hgp salbutamol 4-O-sulfat, Béng
phan déi hinh R(-) ciia salbutamol (levosalbutamol) chuyén hoa manh hon vi
vay thali trir ra khoi co thé nhanh hon ddng phan ddi hinh S(+). Sau khi tiém
tinh mach, thudc dugrc thai trir hoan toan qua dwing nidu sau khodng 24 giér.
Thudc dugc thai triy chl: yéu dudi dang hoat chat goc (64,2%) va 12% dudi
dang lién hop sulfat. Sau khi diing thubc duéng udng, ty 18 thai trr qua dudmg
niéu ciia thubc |a 31,8% dang hoat chat géc va 48,2% dang lién hop sulfat.
Han dung

24 thang k& tir ngay san xuét

Didu kién bao quin

Bao quén dudi 30°C, tranh anh séng.

Q d6ng g
Lo don lidu chira dung dich diing cho khi dung
Hép 10 lo chira 2,5ml dung dich diing cho khi dung
Tiéu chun chit! l

Tiéu chudn co s&
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THIS DRUG IS ONLY USED WITH DOCTOR’S PRESCRIPTION

KEEP QUT OF THE REACH OF CHILDREN

READ THE PACKAGE INSERT CAREFULLY BEFORE USE

Composition

1 unit-dose vial (2.5 ml) nebuliser solution contains:

Active Ingredient(s):

(8r)-3a-hydroxy-8-isopropyl-1aH,5aH-tropanium bromide (+ )-tropate
monohydrate

(= ipratropium bromide)

Corresponding to 500 mcg ipratropium bromide anhydrous
dil(RS)-2-tert-butylamino-1-(4-hydroxy-3-hydroxymethyi-phenyl)
ethanol] sulphate

(= salbutamol sulphate)

Corresponding to 2500 mcg salbutamol base
Excipients: Sodium chioride, hydrochioric acid, purified water
Pharmaceutical form

Clear, colourless or aimost colourless liquid, free from suspended
particles, filled into polyethylene unit-dose vials.

Indications

COMBIVENT nebuliser solution in unit dose vials are indicated
forthe management of reversible bronchospasm associated with
obstructive airway diseases in patients who require more than

a single bronchodilator.

Dosage and administration

Because of insufficient information in children COMBIVENT is not
indicated for paediatric patients.

COMBIVENT has not been studied in patients with hepatic or

renal insufficiency. It should be used with caution in those patient
populations.

Patients should be advised to consult physician or the nearest
hospital immediately in the case of acute or rapidly worsening
dyspnoea if additional inhalations of COMBIVENT do not produce an
adequate improvement.

If higher than recommended doses of COMBIVENT are required to
control symptoms, the patients’ therapy plan shouid be reviewed.

In asthma, concomitant anti-inflammatory therapy should be
considered.

The following doses of COMBIVENT are recommended for aduits
(including elderly patients):

COMBIVENT nebuliser solution in unit dose vials may be
administered from a suitable nebuliser or an intermittent positive
pressure ventilator.

Treatment should be initiated and administered under medical
supervision, e.g. in the hospital setting. Home based treatment

can be recommended in exceptional cases (severe symptoms or
experienced patients requiring higher doses) when a low dose rapid
acting beta-agonist bronchodilator has been insufficient in providing
relief after consultation with an experienced physician.
The treatment with the nebuliser solution in UDVs should always

be started with the lowest recommended dose (1 UDV). In very
severe cases two unit dose vials may be required for symptom refief.
Administration should be stopped when sufficient symptom relief
is achieved.
Treatment of acute attacks

1 unit dose vial is sufficient for prompt symptom relief in many cases.
In severe cases if an attack has not been relieved by one unit dose
vial, the administration of a second unit dose vial may be required.
Patients should be advised to consult the physician or the nearest
hospital immediately in these cases.

Maintenance treatment

1 unit dose vial three or four times daily.

Instructions for use

The unit dose vials are intended only for inhalation with suitable

nebulising devices and should not be taken orally or administered
parenterally.

522meg

3013 meg

The content of the unit dose vials does not need to be diluted for
nebulization.

1. Prepare the nebuliser for filling, according
to the instructions provided by the
manufacturer or doctor.

2. Open the pouch foil and tear one unit dose
vial from the strip.

3. Open the unit dose vial by firmly twisting
<o the top.

4. Squeeze the content of the unit dose vial
into the nebuliser reservoir.

5. Assemble the nebuliser and use as directed.

After use throw away any solution left in the
reservoir and clean the nebuliser, following
the manufacturer's instructions.

Since the unit dose vials contain no preservative, it is important that
the contents are used soon after opening and that a fresh vial is used
for each administration to avoid microbial contamination. Partly
used, opened or damaged unit dose vials should be discarded.

It is strongly recommended not to mix COMBIVENT nebuliser
solution with other drugs in the same nebuliser.

COMBIVENT is contraindicated in:
« Patients with hypertrophic obstructive cardiomyopathy or
tachyarrhythmia.
«  Patients with known hypersensitivity to atropine or its
derivatives or to any other component of the product.
Warning and Precautions for use
Immediate hypersensitivity reactions may occur after administration
of COMBIVENT, as demonstrated by rare cases of urticaria,
angioedema, rash, bronchospasm and oropharyngeal oedema.

Paradoxical bronchospasm

As with other inhaled medicines COMBIVENT® may result in
paradoxical bronchospasm that may be life-threatening. If
paradoxical bronchospasm occurs COMBIVENT should be
discontinued immediately and substituted with an alternative therapy.

Ocular complications

There have been isolated cases of ocular complications (i.e.
mydriasis, increased intraocular pressure, narrow-angle glaucoma,
eye pain) when aerosolised ipratropium bromide either alone orin
combination with an adrenergic beta2-agonist, has come in contact
with the eyes.

Eye pain or discomfort, blurred vision, visuai halos or colored
images in association with red eyes from conjunctival congestion
and corneal oedema may be signs of acute narrow-angle glaucoma.
Should any combination of these symptoms develop, treatment
with miotic drops should be initiated and specialist advice sought
immediately.

Patients must be instructed in the correct administration of
COMBIVENT. Care must be taken not to allow the solution or mist to
enter into the eyes. Patients who may be predisposed to glaucoma
should be warned specifically to protect their eyes.

It is recommended that nebuliser solution in unit dose vials (UDV)
be administered via a mouth piece. If this is not available and

a nebuliser mask is used, it must fit properly.

Systemic effects

In the following conditions COMBIVENT should only be used after
careful risk/benefit assessment, especially when doses higher than
recommended are used: insufficiently controlled diabetes mellitus,
recent myocardial infarction, severe organic heart or vascular
disorders, hyperthyroidism, phaeochromocytoma, risk of narrow-
angle glaucoma, prostatic hypertrophy or bladder-neck obstruction.

Cardiovascular effects

Cardiovascular effects may be seen with sympathomimetic drugs,
including COMBIVENT. There is some evidence from post-marketing
data and published literature of rare occurrences of myocardial
ischaemia associated with salbutamol. Patients with underlying

severe heart disease (e.g.ischaemic heart disease, arrhythmia or
severe heart failure) who are receiving salbutamoi for respiratory
disease, should be warned to seek medical advice if they experience
chest pain or other symptoms of worsening heart disease. Attention
should be paid to assessment of symptoms as dyspnoea and chest
pain, as they may be of either respiratory or cardiac origin.
Hypokalaemia

Potentially serious hypokalaemia may result from beta2-agonist
therapy. Additionally, hypoxia may aggravate the effects of
hypokalaemia on cardiac rhythm. In such situations,

monitoring of serum potassium levels is recommended.

Gastro-intestinal motility disturbances
Patients with cystic fibrosis may be more prone to gastro-intestinal
motility disturbances.

In the case of acute, rapidly worsening dyspnoea (difficulty in
breathing) a doctor should be consulted immediately.

Inter i t or other di i

The use of COMBIVENT may lead to positive results with regards
to salbutamol in tests for nonclinical substance abuse, e.g. in the
context of athletic performance enhancement (doping}.

Interactions

The chronic co-administration of COMBIVENT with other
anticholinergic drugs has not been studied. Therefore, the chronic
co-administration of COMBIVENT with other anticholinergic drugs is
not recommended.

The concurrent administration of xanthine derivatives as well as
other beta-adrenergics and anticholinergics may increase the side
effects.

Beta,-agonist induced hypokalaemia may be increased

by concomitant treatment with xanthine derivatives,
glucocorticosteroids and diuretics. This should be taken into account
particularly in patients with severe airway obstruction.

Hypokalaemia may result in an increased susceptibility to
arrhythmias in patients receiving digoxin.

It is recommended that serum potassium levels are monitored in
such situations.

A potentially serious reduction in bronchodilator effect may occur
during concurrent administration of beta-blockers.

Beta,-adrenergic agonists should be administered with caution to
patients being treated with monoamine oxidase inhibitors or tricyclic
antidepressants, since the action of beta-adrenergic agonists may

be enhanced.

Inhalation of halogenated hydrocarbon anaesthetics such as
halothane, trichloroethylene and enflurane may increase the
susceptibility to the cardiovascular effects of beta,-agonists.

Incompatibilities

Because there are no studies on drug incompatibilities, do not mix
this drug with other drugs

Use in pregnancy and lactation

Pregnancy

The safety of COMBIVENT during human pregnancy has not

been established. The inhibitory effect of COMBIVENT on uterine
contraction should be taken into account. The benefits of using
COMBIVENT during a confirmed or suspected pregnancy must be
weighed against possible hazards to the unborn child. The usual
precautions regarding the use of drugs in pregnancy, especially
during the first trimester, should be observed.

For ipratropium bromide, nonclinical studies have shown no
embryotoxic or teratogenic effects following inhalation or intranasal
application at doses considerably higher than those recommended
in man. For salbutamol sulphate, non-inhalation nonclinical

studies did not indicate direct or indirect harmful effects unless the
inhatation Maximum Recommended Human Daily Dose (MRHDD)
was exceeded.

Lactation

It is not known whether ipratropium bromide and salbutamol sulphate
are excreted in breast milk. It is considered unlikely that ipratropium
bromide would reach the infant to an important extent, especially
when administered by inhalation. However, caution should be
exercised when COMBIVENT is administered to nursing mothers.

 HUETA AN

No studies on the effect on human fertility have been conducted for
COMBIVENT. Clinical data on fertility are neither available for the
combination of ipratropium bromide and salbutamol sulphate nor for
each of the two components of the combination. Nonclinical studies
performed with ipratropium bromide and salbutamol showed no
adverse effect on fertility.

Effects on ability to drive an achine

No studies on the effects on the ability to drive and use machines
have been performed.

However, patients should be advised that they may experience
undesirable effects such as dizziness, accommodation disorder,
mydriasis and blurred vision during treatment with COMBIVENT.
Therefore, caution should be recommended when driving a car or
operating machinery. If patients experience the above mentioned
side effects they should avoid potentially hazardous tasks such as
driving or operating machinery.

Adverse reaction

Many of the listed undesirable effects can be assigned to the
anticholinergic and beta2 -sympathomimetic properties of
COMBIVENT. As with all inhalation therapy COMBIVENT may show
symptoms of local irritation. Adverse drug reactions were identified
from data obtained in clinical trials and pharmacovigilance during
post approval of the drug.

The most frequent side effects reported in clinical trials were
headache, throat irritation, cough, dry mouth, gastrointestinal
motility disorders (including constipation, diarrhoea and vomiting),
nausea and dizziness.

The following side effects have been reported based on clinical trials
involving 3488 patients.

Frequencies

Very common >1/10

Common 21/100<1/10

Uncommon >1/1,000 <1/100

Rare = 1/10,000 < 1/1,000

Very Rare < 1/10,000

Not known Frequency cannot be estimated

from the available data

Immune system disorders:

Anaphylactic reaction Rare
Hypersensitivity Rare
Angicedema of the tongue, lips  |Rare
and face

Metabolism and nutrition disorders:

Hypokalaemia Rare
Nervousness Uncommon
Mental disorder Rare
Nervous system disorders:

Dizziness Uncommon
Headache Uncommon
Tremor Uncommon
Eye disorders:

Accommodation disorder Rare
Corneal oedema Rare
Glaucoma ™ Rare

Eye pain Rare
Increased intraocular pressure ¢ |Rare
Mydriasis ‘" Rare
Blusred vision Rare
Conjunctival hyperaemia Rare

Halo vision Rare

Cardiac disorders:
Palpitations Uncommon
Tachycardia Uncommon
Arrhythmia Rare
Atrial fibrillation Rare
Myocardial ischaemia Rare
Supraventricular tachycardia Rare
irator i | disor
Cough Uncommon
Dysphonia _|Uncommon
Throat irritation Uncommon
Bronchospasm Rare
Paradoxical bronchospasm @ Rare
Dry Throat Rare
Laryngospasm Rare
Pharyngeal oedema Rare
Dry mouth Uncommon
Nausea Uncommon

Gastrointestinal motility disorder [Rare

e.g. Diarrhoea Rare
e.g. Constipation Rare
e.g. Vomiting Rare
Mouth oedema Rare
Stomatitis Rare
Skin and sybcutaneous tissue disorders:
Skin reactions Uncommon
Hyperhidrosis Rare
Rash Rare
Urticaria Rare
Pruritus Rare
Mus! ective Ui i
Muscle spasms Rare
Muscular weakness Rare
Myalgia Rare
Renal and urinary disorders:
Urinary retention l Rare

| disor inistration si itions:
Asthenia Rare
nvestigations:

Systolic blood pressure increased |Uncommon

Diastolic blood pressure Rare

decreased

M gcular complications have been reported when aerolised
ipratropium bromide, either atone or in combination with an
adrenergic beta,-agonist, has come into contact with the eyes - see
section Special warnings and precautions.

@ a5 with other inhalation therapy paradoxicat bronchospasm may
occur with an immediate increase in wheezing and shortness of
breath after dosing. Paradoxical bronchospasm responds to a rapid-
acting inhaled bronchodilator and shouid be treated straightaway.
COMBIVENT should be discontinued immediately, the patient should
be assessed and alternative therapy instituted if necessary - see
section Special warnings and precautions

9 the risk of urinary retention may be increased in patients with
pre-existing urinary outflow tract obstruction.

TG AMMR

Inform your doctor or pharmacist immediately about side effects that
occur while taking the drug.

Overdoses

Symptoms o

The effects of overdosage are expected to be primarily related to
salbutamol.

The expected symptoms with overdosage are those of excessive
beta-adrenergic-stimulation, the most prominent being tachycardia,
palpitation, tremor, hypertension, hypotension, hypokalaemia,
widening of the pulse pressure, anginal pain, arrhythmias, and
flushing. Metabolic acidosis has also been observed with overdosage
of salbutamol.

Expected symptoms of overdosage with ipratropium bromide

(such as dry mouth, visual accomodation disorders) are mild and
transient in nature in view of the wide therapeutic range and topical
administration.

Therapy

Treatment with COMBIVENT should be discontinued. Acid base and
electrolyte monitoring should be considered.

Administration of sedatives, tranquillizers, in severe cases intensive
therapy.

Beta-receptor blockers, preferably betal-selective, are suitabie

as specific antidotes; however, a possible increase in bronchial
obstruction must be taken into account and the dose should be
adjusted carefully in patients suffering from bronchial asthma.

Pharmacological properties

Pharmacodynamics

Pharmacotherapeutic group: Adrenergics in combination with
anticholinergics for obstructive

airway diseases.

ATC code: RO3ALO2

Mo tion and phar namics

Ipratropium bromide is a quaternary ammonium compound with
anticholinergic (parasympatholytic) properties. In nonclinical studies,
it appears to inhibit vagally mediated reflexes by antagonizing the
action of acetylcholine, the transmitter agent released from the
vagus nerve. Anticholinergics prevent the increase in intracellular
concentration of Ca** which is caused by interaction of acetylcholine
with the muscarinic receptor on bronchial smooth muscle, Ca*
release is mediated by the second messenger system consisting of
1P3 (inositol triphosphate) and DAG (diacylglycerol).

The bronchodilation following inhalation of ipratropium bromide is
primarily local and site specific to the lung and not systemic in nature.

Salbutamol sulphate is a beta,-adrenergic agent which acts on airway
smooth muscle resulting in refaxation: Salbutamo! refaxes all smooth
muscle from the trachea to the terminal bronchioles and protects
against all bronchoconstrictor challenges.

COMBIVENT in inhalation solution form provides the simultaneous
release of ipratropium bromide and satbutamol sulphate allowing the
additive effect on both muscarinic and beta2-adrenergic receptors
in the lung resulting in a bronchodilation which is superior to that
provided by each single agent.

Clinical trials

Controlled studies in patients with reversible bronchospasm have
demonstrated that COMBIVENT has a greater bronchoditator effect
utilizing inhalation solution than either of its components and there
was no potentiation of adverse events.

In a pivotal 85 day multi-center, randomized, double-blind,

parallel trial, 652 patients with Chronic Obstructive Pulmonary
Disease (COPD) were evaluated for the bronchodilator efficacy of
COMBIVENT UDV (222 patients) in comparison to its components,
ipratropium bromide (214 patients) and salbutamol sulfate

(216 patients). In this study, COMBIVENT UDV produced significant
improvements in pulmonary function as demonstrated by increases
in FEV1 of 15% or more compared with baseline. The median time to
onset of a 15% increase in FEV1 was 15 minutes for each treatment
group. The median time to peak was one hour for COMBIVENT UDV,
and ranged from one to two hours for the ipratropium group and

30 minutes to 1 hour for the salbutamol group. The median duration
of effect was 3-5 hours for COMBIVENT UDV compared to &4 hours for
ipratropium bromide and 2-3 hours for salbutamol sulfate.
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Results from a pivotal 85 day multi-center, randomized, double-blind,
parallel trial, 652 patients with Chronic Obstructive Pulmonary
Disease (COPD);percent changes in mean FEV1 from test day baseline,
C=combination (n=213), I=Ipratropium (n=209), A=Albuterol (n=207).
In a supportive 85 day, multi-center, randomized, double-biind,
parallel trial, 195 COPD patients were randomly treated by
compressor-driven nebulizer using salbutamol (2.5 mg in 3 mL UDV)
with either 0.3 mL placebo or 0.3 mL Ipratropium bromide solution
(500 mcg), 3 times daily for 3 months. In this study, COMBIVENTUDV
(salbutamol sulfate and ipratropium bromide) produced significant
improvements in pulmonary function as demonstrated by increase
in FEV1 of 15% or more compared to baseline, The median time to
onset of a 15% increase in FEV1 was 15 minutes for both groups.
Peak effect was reached 1-2 hours in the ipratropium/salbutamol
combination, compared with 1 hour in the placebo/salbutamol
combination. The median duration of action was 5-7 hours for the
ipratropium/salbutamol combination compared with 3-4 hours for
placebo/salbutamot combination.

These studies demonstrated that each component of COMBIVENT
UDV contributed to the efficacy of the combination, especially during
the first & hours after administration, and that COMBIVENT UDV was
significantly more effective than ipratropium bromide or salbutamol
sulfate administered alone.

Paediatric population
COMBIVENT has not been studied in the paediatric population.

Pharmacokinetics

Coadministration of ipratropium bromide and salbutamol sulphate
does not potentiate the systemic absorption of either component
and therefore the additive activity of COMBIVENT is due to the
combined local effect on the lung following inhalation.

I

Absorption

Cumulative renal excretion (0-24 hrs) of ipratropium (parent
compound) is approximated to 46% of an intravenously administered
dose, below 1% of an oral dose and approximately 3-4% of an
inhaled dose. Based on these data, the total systemic bioavailability
of oral and inhaled doses of ipratropium bromide is estimated at 2%
and 7 to 9% respectively. Taking this into account, swallowed dose
portions of ipratropium bromide do not relevantly contribute to
systemic exposure.

Distribution

Kinetic parameters describing the disposition of ipratropium were
calculated from plasma concentrations after i.v. administration.

A rapid biphasic decline in plasma concentrations is observed.
The apparent volume of distribution at steady-state (Vdss) is
approximately 176 L (= 2.4 L/kg). The drug is minimally (less than
20%) bound to plasma proteins. Nonclinical data indicate that the
quaternary amine ipratropium does not cross the placental or the
blood-brain barrier.

Biotransformation

The half-life of the terminal elimination phase is approximately

1.6 hours. Ipratropium has a total clearance of 2.3 L/min and

a renal clearance of 0.9 L/min. After intravenous administration
approximately 60% of a dose is metabolised , the major portion
probably in the liver by oxidation.

Elimination

In an excretion balance study cumulative renal excretion (6 days)

of drug-related radioactivity (including parent compound and all
metabolites) accounted for 72.1% after intravenous administration,
9.3% after oral administration and 3.2% after inhalation. Total
radioactivity excreted via the faeces was 6.3% following intravenous
application, 88.5% following oral dosing and 69.4% after inhalation.
Regarding the excretion of drug-related radioactivity after
intravenous administration, the main excretion occures via the
kidneys. The half-life for elimination of drug-related radioactivity
(parent compound and metabolites) is 3.6 hoursThe main urinary
metabolites bind poorly to the muscarinic receptor and have to be
regarded as ineffective.

Salbutamol

Absorption and Distribution

Salbutamol is rapidly and completely absorbed following oral
administration either by the inhaled or gastric route and has an oral
bioavalability of approximately 50% . Mean peak plasma salbutamol
concentrations of 492 pg/ml occur within three hours after inhalation
of COMBIVENT. Kinetic parameters were calculated from plasma
concentrations after iv. administration. The apparent volume of
distribution (Vz) is approximately 156 L (= 2.5 L/kg). Only 8% of the
drug is bound to plasma proteins.. In nonclinical trials, levels of
approximately 5% of the plasma level of salbutamol are found in the
brain. However, this amount probably represents the distribution of
the substance in the extracellular water of the brain

Biotransformation and Elimination

Foliowing this single inhaled administration, approximately 27% of
the estimated mouthpiece

dose is excreted unchanged in the 24-hour urine. The mean terminal
half-life is approximately & hours with a mean total clearance of
480 mL/min and a mean renai clearance of 291 mL/min.

Salbutamol is conjugatively metabolised to salbutamol
4'-O-sulphate. The R(-)-enantiomer of salbutamol (levosalbutamol)
is preferentially metabolised and is therefore cleared from the body
more rapidly than the S(+)-enantiomer. Following intravenous
administration, urinary excretion was complete after approximately
24 hours. The majority of the dose was excreted as parent compound
(64.2%) and 12.0% were excreted as sulphate conjugate. After ora!
administration urinary excretion of unchanged drug and sulphate
conjugate were 31.8% and 48.2% of the dose, respectively.

Shelf-life
24 months since manufacturing date.

Storage condition

Store below 30°C, protect from light.
Availability

Vial of 2.5 mL; box of 10 vials.
Specification

In-house

Manufactured by

Laboratoire UNITHER

Espace Industriel Nord,

151 rue André Durouchez

€S 28028, 80084 Amiens Cedex 2,
France
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