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AZARGA* AZARGA*

Brinzolamid 10 mg/mL va timolol (dwéi dang timolol maleat) 5 %
Doc kj hwong dan s dung trudce khi ding.

Dé xa tim tay tré em.

Hon dich nhé mat v6 tring Thong bdo ngay cho bdc sy hodic duoc sy nhitng tic dung khong
THUOC BAN THEO PON mong muodn gap phdi khi s dyl-lg thuoc. .
Thuoc bdn theo don. Briszelamid 10-mefmi—vatimeloH(dwéi

mg/mL

dang timolol-maleay S-me/ml
b Hndik b mit -
Ao s e e

THANH PHAN THANH PHAN

Hoat chit: Mdi 1 ml hdn dich chira: brinzolamid 10 mg va timolol | Hoat chat: M3i +-ml h&n dich chira: Bbrinzolamid 10 mg va T¢imolol

maleat 6,8 mg tuong duong timolol 5 mg. maleat 6,8 mg tuong duong Ttimolol 5 mg.




T4 duoc:
Chadt bao quan: benzalkonium clorid 0,1 mg/ml.

T4 duoc khac: Dinatri edetat, natri clorid, tyloxapol, mannitol,
carbomer 974P, natri hydroxyd va/hoéc acid hydrocloric (dé didu
chinh pH), va nudc tinh khiét.

Ta duoc:
Chdt bao quan: Bbenzalkonium clorid 0,1 mg/ml.

Ta dugc khac: Dinatri edetat, natri clorid, tyloxapol, mannitol,
carbomer 974P, natri hydroxyd va/hodc acid hydrocloric (dé diéu
chinh pH), va nudc tinh khiét.

DANG BAO CHE
Hbn dich nhd mét vé tring.

Hon dich déng nhat mau trang dén trang nga.

DANG BAO CHE
Hon dich nhd mat-vé-teine.

Hdn dich vo tring, ddng nhat mau trang dén trang nga.

LIEU LUQONG VA CACH DUNG

%

Nhé 1 giot hdn dich nhé mit AZARGA vao tii két mac ciia mat bi
bénh hai 14n m&i ngay. Sau khi nho mét bénh nhan nén 4n vao éng
d3n 1& hoic nhim mét trong 2 phut, su hdp thu toan than cia thude
s& giam. Diéu nay s& gitp giam c4c tic dung khong mong mubn toan

than va ting tac dung tai chd cua thude.

Néu dung nhiéu hon mot loai thude nhé mat, cac thudc nén duoc

diing cach nhau it nhat 5 pht.

LIEU DUNGLUQNG VA CACH DUNG

Liéu ding

Nhé 1 giot hdn dich nhé mit AZARGA vao tui két mac clia mét bi
bénh hai 1dn m3i ngay. Saulkhi-nhé-mit bénhnhinnén-dnvae-bng
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Néu quén nhoé mot I4n, bénh nhén nén tiép tuc ding lidu tiép theo
dtng chi din v lidu dung. Khong dugc nhd qua mét giot mét 1an, 2
1an mdi ngay vao mét can diéu tri.

Khi st dung hdn dich nho mét AZAGA dé thay thé cho mot thude
diéu tri glocom khéc, cin ngung sir dung thubc dugc thay thé va bat

diu dung AZARGA vio ngay tiép theo.

Bénh nhan nhi

..... L

Hdn dich nhd mét AZARGA chua duoc nghién ciru trén bénh nhén
suy than ning (d6 thanh thai creatinin nho hon 30ml/phut) hoac bénh
nhan nhiém toan ting clorid mau. Vi brinzolamid va cac chét
chuyén hoa chinh ciia né thai trir chti yéu qua than, chdng chi dinh
ding hdn dich nhé mét AZARGA cho bénh nhan suy thin ning
(xem phan “Chéng chi dinh”).

Bénh nhan nhi

St dung & bénh nhin suy gan, suy thin

Hdn dich nhé mit AZARGA chua duoc nghién ciru trén bénh nhan
suy than ning (d6 thanh thai creatinin nho hon 30ml/phut) hodc bénh
nhan nhim toan -ting clorid mau. Vi brinzolamid va cac chét
chuyén ho4 chinh ciia né thai trir chii yéu qua than, chdng chi dinh
ding hdn dich nho mit AZARGA cho bénh nhan suy thin nang
(xem phin CHONG CHI DINH-“Chéng-chi-dink>).
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Sau khi mé nap, néu vong gan dam bao bi rdi ra, can thao bod no di

trude khi dung thube.

Sau khi m¢ nap, néu vong gan dam bao bi r0i ra, can thao bd noé di

truée khi dung thude.

Sau khi nhd mit bénh nhan nén 4n vao 6ng dan 1é hoic nhim mit,
su hap thu toan thén cua thudc s&€ giam. Diéu nay s€ giup giam cac
tac dung khong mong mudn toan than va ting tac dung tai chd cia

thudc.

Néu dung nhiéu hon mot loai thudc nho mét, cac thudc nén duoc
diing cach nhau it nhét 5 phit.

Néu quén nho mét lan, bénh nhén nén tiép tuc dung lidu tiép theo
dting chi dan vé lidu dung. Khong dugc nhé qua mot giot mot lan, 2
1an mdi ngay vao mét can diéu tri.

Khi sir dung hdn dich nhé mét AZAGA dé thay thé cho mot thudc
diéu tri glécom khac, can ngung st dung thudc duoc thay thé va bét

dau ding AZARGA vao ngay tiép theo.

CHONG CHi PINH

Nhiém toan ting chlorid mau.

CHONG CHi PINH

e Nhiém toan ting chlorid mau.

CANH BAO PAC BIET VA THAN TRONG KHI SU
DUNG

CANH BAO PACBIET VA THAN FRONG- TRONG
KHI SUBUNG
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Thin trong chung

e Vai trd ctia brinzolamid 1én chirc ning néi mé giac mac cuia bénh
nhan bi tdn thuong giac mac (dic biét 1a nhiing bénh nhan c6 sb
luong t& bao ndi mé thip) van chua dugc nghién ctru. Vi vy,
cin giam sat cAn than nhiing bénh nhén c6 t6n thuong gidc mac
(bénh nhéan bi bénh dai thao dudong hodc bénh loan dudng giac

mac).

Réi loan tim

e Nén danh gia can trong viéc diéu tri vé6i cac thudc chen beta &
nhiing bénh nhan bi bénh tim mach (nhu bénh mach vanh, dau
thit nguc kidu Prinzmetal, suy tim) va ha huyét 4p, va nén can
nhéc diéu tri v6i cac hoat chit khac. Bénh nhan bi mic c4c bénh

tim mach nén dugc theo ddi cac dau hiéu xau di ctia nhiing bénh

h—

nay va cac tac dung khong mong mudn.

Ha dudng huyét/bénh tiéu dwong
e Thén trong khi dung céc thudc chen beta cho nhiing bénh nhan
ha duong huyét tu phat hoic bi bénh tiéu duong khéng 6n dinh

do céc thudc chen beta c6 thé che dau cac diu hiéu va triéu chiing

Thén trong chung

e Vai tro c6 thé c6 clia brinzolamid 1én chiic nang ndi mod giac mac
ctia bénh nhén bi tén thuong gidc mac (dic biét la nhitng bénh
nhan c6 s luong té bao ndi méd thip) van chua duge nghién ctu.
Céc chét tic ché carbonic anhydrase c6 thé anh huéng dén su
hydrat héa & giac mac gdy mat bi va phii giac mac. -Vi vdy, can
giam sat cin than nhiing bénh nhan c6 tdn thuong gidc mac
(bénh nhan bi bénh dai thao dudong hodc bénh loan dudng giac

mac).

Roi loan tim

nhiing bénh nhéan bi bénh tim mach (nhu bénh mach vanh, dau

thét nguc kiéu Prinzmetal, suy tim) va ha huyét 4p, nén danh gia
can trong viéc diéu tri vai cac thudc chen beta va nén can -nhéc
didu tri v6i cac hoat chat khac. Bénh nhan bi mic cac bénh tim
mach nén duoc theo doi céc ddu hiéu x4u di ciia nhiing bénh nay

va cac tac dung bét loikhénsmensmuba.
Ha duong huyét/bénh tiéa-dai thio dwong
e Than trong khi ding cac thudc chen beta cho nhiing bénh nhan

ha dudng huyét tu phat hoic bi bénh tiéu-dai thio dudng khong

Cép nhat
theo CCDS

Tai liéu
tham khao
(1]
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ctia ha dudng huyét cp tinh.

Cac thude trc ché beta khac

e Téac dung trén 4p luc ndi nhan hodc cac tac dung chen beta toan
than da biét c6 thé xuét hién khi timolol dugc dung cho cac bénh
nhan dang didu tri v&i thudc chen beta dudng toan than. Nén theo
ddi chit ché dap ung cta cac bénh nhan nay. Khong khuyén céo

st dung hai thuéc chen beta-adrenergic tai chd.

T4c dung trén mit

e Hdn dich nhé mét AZARGA chua duoc nghién ctru trén bénh

nhan glocom géc dong va khong duoc khuyén cdo sur dung cho

g

e Vai trd cia brinzolamid trén chirc nang bi€u mé gidc mac chua

d6i tugng bénh nhan nay.

duogc nghién ctu trén cac bénh nhin cé gidc mac suy yéu (dic
biét 1a nhitng bénh nhan c6 sb lugng té bao biéu md thip). Dac
biét, nhiing bénh nhén sir dung kinh &p trong chua duoc nghién
clru va cén theo ddi cac bénh nhén nay cin than khi st dung

brinzolamid, vi cac thudc (rc ché carbonic anhydrase c6 thé anh

dn dinh do céc thudc chen beta c6 thé che dau cac dau hiéu va

triéu chiing cta ha duodng huyét cép tinh.

Céc thudc we ché beta khac

e Téc dung trén 4p luc ndi nhan hodc cac tic dung chen beta toan
than d4 biét c6 thé xuat hién khi timolol dugc dung cho cac bénh
nhén dang diéu tri véi thu6c chen beta dudng toan than. Nén theo
ddi chit ché dap Gng cta cac bénh nhan nay. Khong khuyén céo
st dung hai thudc chen beta-adrenergic tai chd (xem muc

TUONG TAC THUOC).

Tac dung trén mit

e Hdn dich nhé mit AZARGA chua dugc nghién ctu trén bénh
nhén glocdm goc hepdéag va khong duoc khuyén cao sir dung

cho d6i tugng bénh nhén nay.

e Vai trd c6 thé c6 cta brinzolamid trén chuc ning biéu md gidc
mac chua duoc nghién ciru trén cac bénh nhan c6 giac mac suy
yéu (dac biét la nhiing bénh nhéan cé sb luong té bao biéu mo
thép). Dic biét, nhitng bénh nhan st dung kinh 4p trong chua
duoc nghién ciu va cén theo di cac bénh nhan nay cén than khi

str dung brinzolamid, vi cac thudc trc ché carbonic anhydrase c6

Dich lai cho
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huong dén kha ning hydrat hod cta gidc mac va deo kinh ap
trong c¢6 thé gy ra cac nguy co khong tdt dbi voi giac mac.

Khuyén céo than trong theo ddi cac bénh nhan cé gidc mac suy

thé anh hudng dén kha ning hydrat hoa cua giac mac va deo kinh
ap trong c6 thé gy ra cac nguy co khong t6t di voi gidc mac.

Khuyén céo than trong theo d&i cac bénh nhan cé gidc mac suy

yéu vi du nhu bénh nhan dai thdo dudng hodc bi teo giac mac. yéu vi du nhu bénh nhan dai thao duong hodc bi loan dudngtee gﬁ?;ﬁ;i:ho
e Benzakonium clorid, mét chét bao quan hay dugc sir dung trong giac mac.
cac ché phim thudc nhé mét c6 thé gay ra bénh gisc mac dam | ¢  Benzalkonium clorid, mot chat bao quan hay duoc sir dung trong
nhd va/hodc bénh giac mac loét nhidm doc. Vi hdn dich nho mét cac ché pham thudc nho miét cé thé gy ra bénh gidc mac dam
AZARGA c6 chita benzakonium clorid, cin theo d&i cin than nhé va/hoic bénh gide mac loét nhiém doc. Vi hén dich nho mat
trong trudng hop diing thube thudng xuyén hosc kéo dai. AZARGA c6 chita benzalkonium clorid, cin theo d&i cén than
trong trudng hop ding thudc thudng xuyén hodc kéo dai.
TUGNG TAC VOI CAC THUOC KHAC VA CAC DANG | TUONG TAC VOI CAC THUGC KHAC VA CAC DANG g;% 't‘li‘;;g
TUONG TAC KHAC TUONG TACKHACTHUOC tu nhan
06/2016/TT-
BYT.
KHA NANG SINH SAN, THAI KY VA CHO CON BU PHU NU CO THAIL KHA NANG SINH SAN, THAL KV VA tchae% {:E;;g
Thai ky ,L CHO CON BU VA KHA NANG SINH SAN 'E)ug /nzl:)alnaTT_
e Chua du dit liéu vé viéc sir dung thubc mit brinzolamid va timolol Phy nir co thay cB:;;Tﬁ -
cho phu nit mang thai. Nhitng nghién ctru trén dong vat véi | ¢ Chua c6 nghién ctru duoc ti€n hanh nham danh gia anh hudng | theo CCDS
TLTK [2]

brinzolamid diing dudng toan than cho thiy cé doc tinh trén sinh

san.

e Cac nghién ctu dich t& hoc khong cho thdy cac anh hudng di tat

ctia viéc str dung tai chd dung dich nho mit AZARGA trong thoi
ky mang thai & nguoi. Chua-di-dirlidu-vé vide sir dung thube-mét
brinzolamid—va—timolol—<cho—phu—ni—mang—thai—SU dung




nhung cho thdy nguy co thai chdm phat trién trong tir cung khi
me dung cac thudc chen beta dudong udng. Thém vao d6, cac dau
hiéu va triéu ching chen beta (nhu cham nhip tim, ha huyét ap,
suy hé hép va ha dudng huyét) da dugc quan sat thiy & nhii nhi
khi cdc thubc chen beta dugc diung cho me cho dén luc sinh.
Khong nén ding hdn dich nhd mit AZARGA trong thai ky trir
phi thuc su can thiét. Tuy nhién, néu ding hdn dich nhd mét
AZARGA trong khi mang thai cho dén Iic sinh, can theo di cén

than nhii nhi trong su6t nhiing ngay dau méi sinh.

Phu nir cho con bu

Kha nang sinh san

e Chua c6 dif liéu nghién ciru 14m sang nao cho thiy bét ki anh

huong ctia brinzolamid hodc timolol 1én kha néng sinh san cta

brinzolamid dudng udng khéng giy di tat & thai nhi trén chudt

cong hodc tho, nhung gdy giam trong lugng cua bao thai va gia

o Céc nghién ctru dich t& hoc khéng cho thiy cic anh hudng di tat
nhung cho thiy nguy co thai chdm phat trién trong tir cung khi
me dung cac thudc chen beta duong udng. Thém vao do, cac dau
hiéu va triéu chirng chen beta (nhu chdm nhip tim, ha huyét ap,
suy hd hép va ha duong huyét) da dugc quan sat thiy ¢ nhii nhi
khi céc thudc chen beta dugc ding cho me cho dén lic sinh.
Khong nén dung hdn dich nhd mit AZARGA trong thai ky trir
phi thuc su cin thiét. Tuy nhién, néu ding hdn dich nhé mat
AZARGA trong khi mang thai cho dén ltic sinh, cin theo ddi can

than nhii nhi trong sudt nhiing ngay dau méi sinh.
Phu nir cho con b
Kha niing sinh san

e Chua c6 nghién ciru dugc tién hanh nhim danh gia anh huéng
ctia str dung tai chd dung dich nhdé mit AZARGA trén kha ning
sinh san ¢ nguoi. Chua cé dir liéu nghién ctiru ldm sang nao cho

thay bat ki anh hudng ciia brinzolamid hozc timolol 1én kha ning
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nam giéi cling nhu nir gidi. Cling khong c6 du doan nao vé anh
hudng lén kha nédng sinh san clia nam gidi cling nhu nir gidi do
diéu tri bang hdn dich nhd mit AZARGA.

sinh san cua nam gidi cling nhu ni gidi sau khi dung dudong uong.
Ciing khong c6 du doan nao vé anh hudng lén kha nang sinh san
clia nam gidi ciing nhu ni gidi do diéu tri bang hén dich nhé mit

AZARGA.

ANH HUONG TOI LAI XE VA VAN HANH MAY MOC ANH HUONG FOILLAI XE VA VAN HANH MAY MOCCUA fﬁi‘(’, rtlll:s;g
THUOC POI VOI CONG VIEC tu nhan
06/2016/TT-
..... BYT.
- A 4 - \ A . A 1x =a Cap nhét
Céc thube tic ché carbonic anhydrase dudng udng c6 thé 1am giam Cae:thue fre che carbonic anhydrase Swonguong-e6 the lam gidm | theo CCDS
kha nang thuc hién nhiing c6ng viéc can su tinh téo tinh thin va/hoic kha néng thyc hi¢n nhiing cdng vi¢c can sy tinh tio tinh than va/hode
A 5i 3 thé chét ¢ i A 4 i & thé chét. &-neudicao-tudi-
can su phoi hop vé thé chat & ngudi cao tudi. eatst phiil hop we thoichat.deng
TAC DUNG KHONG MONG MUON FACDUNGPHAN UNG BAT LOIKHONG-MONG-MUON tchaelg ]tltl;ls:lg
Tém tét vé tinh an toan cia thudc Tom tit vé tinh an toan ciia thuéc tu nhén
06/2016/TT-
..... ’ , ’ ’ , BYT.
Bang tém tat cdc tac dung khéng mong muoén (L‘ Bang tom tat cdc tée-dungtchéngmongmuénphan ung bat loi Cap nhit
theo CCDS

Céc tac dung khong mong mudn sau da dugc bao cdo qua cac thir
nghiém l1am sang v6i hdn dich nhé mit AZARGA va duoc phan loai
theo quy udc nhu sau: rat phd bién (> 1/10), phd bién (> 1/100 dén
< 1/10), khong phd bién (> 1/1.000 dén <I /100), hiém gip
1/10.000 d&n < 1/1.000) va rat hiém gip (< 1/10.000). Trong mdi
nhém tan s, cac tac dung khéng mong mudn duoc trinh bay theo

thir tw mirc d6 nghiém trong giam dan.

Céc tée-dungphan tng bét loi khéns-mensmuba-sau di dugc bao
c4o qua cac thir nghiém 1am sang véi hén dich nho mit AZARGA
va duogc phén loai theo quy udc nhu sau: rit thuong gipphé-bida (>
1/10), phé-biéa-thuong gip (= 1/100 dén < 1/10), it gipkhénsphd
biéa (> 1/1.000 dén <1 /100), hiém gip (> 1/10.000 dén < 1/1.000)
va rat hiém gip (< 1/10.000). Trong mdi nhom tan sd, cac tie-duns
khénemengmubaphan (g bit loi duoc trinh bay theo thu tu muc

d6 nghiém trong giam dan.
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Nhém co quan

trong co thé

Tac dung khéng mong mudn

(thuit ngir cia MedDRA (phién bén 15.1))

RoO1 loan tim

Khéng phd bién: mét ngl

R6i loan than

Pho bién: chiing loan vi giac

Nhém-eco-quantirong
eo-théPhan loai hé

co’ quan

Tae-dungPhan img bit loikhéng

sens-mabn
(thuit ngir cia MedDRA (phién ban
18.015:1))

RO1 loan mit

Pho bién: nhin mo, dau mat, kich tng mat

Khong pho bién: trot gidc mac, viém gidc
mac chim, chiing s¢ anh sang, kho mit, ngua
mét, ting tiét nudc mit, tiét gi mit, xung
huyét mit, xung huyét cung mac, viém mi
mét, viéem két mac di ung, rdi loan giac mac,
cam giac nong & hau phong, xung huyét két
mac, ria mi méat kho cing, cam giac bét
thuong & mét, viém ngura mi mét di ung, ban

dé & mi mét
W

RO6i1 loan méu va hé

It gdip: giam s lugng bach cau

R6i loan tdm than

Khéngphé-biénHiém gip: mat ngi

R6i loan than kinh

Thuong gapPhé-bién: ching loan vi

R6i loan mach

Khong phé bién: tut huyét ap

R&i loan hé hap,
I6ng nguc va

trung that

Khong phé bién: bénh tic nghén phdi man

tinh, dau & hau hong, chay miii, ho

Da va cic td

It gdip: bénh & téc, réi loan mo liken phing

ROi loan mat

Thweong gapPhé-bién: viém gidc mac

cham, nhin mo, dau mat, kich (g mit

It gapKhéngphé-bién: trotgisemae;
viém gide-mac-chém:viém giic mac,
chime-so-anh-sanekho mit, gidc mac
bat mau thudc nhudm, ngla mét, cam
giac bt thuong & mit, tings tiétnude
mietiét gi mit, xune-sung huyét mét;
xunehuyétetnemae, viém mi mit,

viém két mac di ung, r6i loan giac mac,

camaitendneo-iu-phone: xungsung
huyét két mac, sia-mimatichéetng
ikt el oibe bk e & nk

viémngua mi mat, viém bo mi di Gng;

10
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M6 ta mét s6 phan vmg bat loi

7
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Hiém gdp: Trot gidc mac, cam giac
néng & hau phong, chiing s¢ anh sang,
tang tiét nudc mit, sung huyét ciing
mac, ban d6 & mi mét, ria mi mét kho

cung

ROi loan tim

Thuong gdp: giam nhip tim

R6i loan mach

It giipKhénephé-bién: tut huyét ap

Réi loan ho hép, 16ng

nguc va trung that

It gdipKhéng-phé-bién: bénh phoi tic
nghén phéismaa-man tinh, dau-é-hau
Beng—ehi—miiho

Hiém gip: dau & hau hong, chay mili

R4i loan than va tiét

niéu

It gdp: di tiéu ra mau

Da va cac to chirc

dudi da

It gdp: bénh ¢ toc, r6i loan md liken

phéng

RO1i loan toan than va

tai chd dung thudc

It gdp: cam giac khé chiu

M@ ta mot sé phan teng bit lgi

11




Hbn dich nho mit AZARGA c6 chiia brinzolamid la mét dan chét
sulfonamid tc ché carbonic anhydrase va hdp thu vao tudn hoan
chung. Céc tac dung trén tiéu hod, hé than kinh, mau, than va chuyén
hoa thudng xay ra khi ding chét Gc ché carbonic anhydrase dudng
toan than. Céc tac dung bat loi xay ra khi dung chét tc ché carbonic

anhydrase toan than ciing c6 thé xay ra khi ding tai chd.

Hbn dich nhd mat AZARGA c6 chta brinzolamid 12 mot dan chét
sulfonamid trc ché carbonic anhydrase va hdp thu vao tuan hoan
chung. Cac tac dung trén ti€u hoa, hé than kinh, mau, than va chuyén
hoé thudng xay ra khi ding chét trc ché carbonic anhydrase dudng
toan than. Céc phéan (mgtée-dune bét loi xay ra khi ding chét e ché
carbonic anhydrase toan than ciing c6 thé xay ra khi ding tai chd.

Céc phan ung bét loi tir theo d5i hau méi duge trinh bay sau day.

Khong thé udc tinh tan suat gip tir nhitng dit liéu hién c6.

Tac dung bat lgi
(thuit ngir cia MedDRA (phién
ban 18.0))

Phén loai hé co' quan

R&i loan hé mién dich | Sé¢ phan vé, man cam

Roi loan tim Dénh trong nguc
R4i loan tai va mé dao | U tai
ROi loan tAm than Tram cam

Réi loan hé than kinh | Chéng mit, nhiic dau, di cam

R&i loan mit Di tmg mit, phit mi mat, suy giam thi

luc, viém két mac

R4i loan mach Ting huyét ap

R&i loan hd hép, léng Hen, khé thd, chdy mau cam

nguc va trung that

R&i loan tiéu hoa Pau bung, tiéu chay, khd miéng, budn

~

non
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Hbn dich nhé mit AZARGA chira brinzolamid va timolol (dudi
dang timolol maleat). Céc tac dung bét loi khac gap khi str dung céc
thanh phan hoat chit riéng 1é nay c6 thé s& xay ra khi ding hén dich
nhé mit AZARGA. Chiing bao gbm:

Brinzolamid 10mg/ml | Timolol Smg/ml

Phan loai

hé théng Thugt ngit theo MedDRA Yy

€O’ quan
Nhiém viéem mili hong, viém
trung va | hau hong, viém miii,

Da va cac t6 chirc dudi

da

Rung toc, ban do phat ban, nglra

R&i loan co va cac mé | Pau co

lién két

Roi loan toan than va | Pau nguc, mét méi

tai ch6é dung thudc

Hdn dich nhé mit AZARGA chita brinzolamid va timolol (dudi
dang timolol maleat). Cac phan Ungtée-dung bat loi khac gap khi sir
dung cac thanh phan hoat chét riéng 1é nay c6 thé s& xay ra khi ding

hén dich nhé mit AZARGA. Chung bao gdm:

Brinzolamid 10mg/ml | Timolol Smg/ml

Phin loai hé
Thudt ngit theo MedDRA (v.15.1)

théng co quan

Nhiém tring va | V¥iém miii hong, viém

xam nhiém hau hong, viém mii,

viém xoang

Mau va hé thong | Ggiam so lugng hdng

xam nhiém

viém xoang

Mau va hé
théng bach
huyét

giam sO0 lugng hong
cau, tang clorid trong

mau

bach huyét ciu, ting clorid trong
mau
Hé mién dich Qgua man
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Hé mién | qua man Chuyén hoa va Hha dudng huyét
dich dinh dudng
Chuyén ha duong huyét Tam than Lianh dam, tram cam, | Térdm cam
ho4 va dinh cam giac trdm uit, suy
dudng giam tinh duc, 4&c mdng,
Tam than lanh dam, trdm cam, | trdm cam cing théng
cam gidc trdm uét, suy Hé théng than | Bbudn ngi, mat chirc | Tthiéu mau nio, tai
giam tinh duc, a&c mdng, kinh ndng van dong, ching bién mach n3o, nge‘it,
cing thing quén, giam tri nhé, hoa | dau dau, hoa mit
Hé thong buédn ngl, mat chic thifu mau ndo, tai mit, di cémyéu—ee, run,
than kinh nang vén dong, ching bién mach nio, ngét, dau d.::‘lu, ca-gidelonde
quén, giam tri nhé, hoa | dau dau, hoa mét thuong, giam cam giac,
mit, yéu co, run, dau mét vi gidc run
dau, cam giac khac Mit Vviém két mac, bénh | V¥iém két mac, nhin|
thuodng, giam cam giac, két mac, tang ti & 16m | d6i, viém giac mac,
run L dia thi/ dia thi, ton | rdiloan thi gidc, sa mi
Mit viém két mac, bénh két | viém két mac, nhin thuong biu moé giac | mit

mac, ton thuong biéu

md gidc mac, viém
tuyén Meibomius, ting
nhin ap, léng dong tai
mit, kich tng gidc mac,

phi gidc mac, viém két

doéi, viém giac mac,
roi loan thi giac, sa

mi mat

mac, rdi loan biéu md
giac mac, tang nhéan ép,
]éng cin & méat, nhuém
mau gidc mac, phu giac
mac, viém két mac,

viém tuyén Meibomius,
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mac, nhin d6i, nhin
nhoé, loa mit, giam thi
luc, khé chiu & mét, kho
giac- két mac, mét cam
gidc & mat, hinh thanh
sic t6 & mang clng, u
nang dudi két mac, rdi
loan thi gidc, sung né &
mét, di ung mit, rung
I6ng may, bénh & mi

mat, phu mi mat

W

viémkétmae, nhin doi,
nhin nhoe, —loa mit,
giam thi luc, mdng thit,
khé chiu & mat, kho
gidc- két mac, mit cam
gidc & mat, hinh thanh
sic t& & mang cing, u
nang dudi két mac, rdi
loan thi giac, sung né &
mét, di ung mét, rung
16ng may, bénh ¢ mi

mat, phu mi mat

Tai va mé daotai

trong

Ut tai, hoa mit chéng

mat

Tai va tai | utai, hoa mat chong mat

trong

Tim suy tim-ho6 hép, con dau | dau tim, suy tim, loan
thit ngil, chdm nhip tim, | nhip tim, ngh&én nhi
nhip tim khéng déu, | thit, chAm nhip tim,
loan nhip tim, danh | danh tréng nguc
tréng nguc, nhip tim
nhanh, ting nhip tim

Mach ting ap luc maéu, ting | ha huyét ap

huyét ap

Tim

Ssuy tim-hé hap, con
dau thit agénguc, cham
nhip tim, nhip tim
khong déu, loan nhip

tim, danh trong nguc,

Pdau tim, suy tim,
loan nhip tim, nghén
nhi thit, chdm nhip

tim, danh tréng nguc
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khé thd, hen, phé quan
phan ing qua murc, chay
mau cam, kich Gng &
hong, ngat mii, tac
nghén dudong hé hip
trén, chay dich sau mdii,

hét hoi, kho miii

suy ho hap, co that
phé quan, khé tho,

ngat mili

nhip tim nhanh, ting

nhip tim

Mach

Ttang ap luc mau, tdng

huyét ap

Hha huyét ap

Khé miéng, viém thuc
quan, non, tiéu chay,
budn nén, chan an, dau
bung trén, khé chiu &
bung, khé chiu ¢ da day,
tang di ngoai nhiéu lan,
rdi loan tiéu hoa, giam
cam giac 0 miéng, cam
giac khac thuong ¢

miéng, chudng bung

tiéu chay, budn nén

H6 hip, long
nguc va trung

thét

Kkhé tho, hen, phé
quan phan ung qua
muc, chdy méau cam,
kich ung & hong, ngat
mili, tic nghén duodng
h6 hép trén, chay dich
sau miii, hat hoi, kho

mii

Ssuy hd hip, co thit
phé quan, khé thd,

ngat miii

xét nghiém chuc nang

gan bét thuong

Ho6 hap,
1dng nguc
va  trung
thét

Tiéu hoa
Gan- méat
Da va cac
td chic
dudi da

may day, ban & chén
tay, phat ban, nglra ca
nguoi, rung tdéc, cing

da, viém da, ban dé

rung toc, phat ban

Tiéu hoa

%

Kh6 miéng, viém thuc
quan, nén, tiéu chay,
budn ndn, chan in, dau
bung trén, khé chiu &
bung, kho chiu ¢ da day,
ting nhu dong rudtd:
neodi-nhidulan, rdi loan
tiéu hoa, giam cam giac
& miéng, cam giac khac
thuong o miéng,

chudng bung

Ttiéu chay, budn ndén
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Hé co
xuong va
t6 chuc lién

két

dau lung, co cing co,
dau co, dau khép, dau &

cac chi

Gan- mat

Xxét nghiém chuc nang

gan bét thuong

Than va

tiét niéu

dau than, dai dat

Da va cac t6

chac dudi da

Msray day, ban & chan
tay, phat ban, ngita ca
ngudi, rung toéc, cang

da, viém da, ban do

Rsung toc, phat ban

Hé co xuong va
t6—ehirecac mo

lién két

Péau lung, co cung co,
dau co, dau khop, dau
dau chi &-cécchi

Thén va tiét niéu

Ddau than, dai dit

Hé sinh san va

va

R6i loanmét chirc ning

cuong duong

Hé sinh san | mat chic ndng cuong

vava duong

Toan thén | dau, suy nhugc, khé | suy nhuogc, dau nguc

va tai vi tri | chiu & nguc, mét, cam

dua thubc | gide bat thuong, cam
giac bdn chdn, kich
thich dau nguc, phu
ngoai vi, yéu mét, léng
dong thude

Tén di vat & mat

thuong,

ngd doc va
bién ching

tha thuat

Toan than va tai
vi tri dungdua

thude

g

Ddau, suy nhuogc, khé
chiu & nguc, mét, cdm
giac bat thuong, cam
giac bdn chdn, kich
thich dau nguc, phu
ngoai vi, yéu meét, lfing

dong thudc

Ssuy nhugc, dau nguc

mong muodn gap phdi khi st dung thuoc.

Thong bdo cho bdc si hodc dwoc si ciia ban nhitng tdc dung khong

Ton thuong, ngd

déoc va bién
chting tha thuét

Ddi vat & mét

17




|

Thong bdo cho bdc st hodc duwoc si ciia ban nhitng tic dung khong

mong muon gdap phai khi ste dung thuoc.
£ 5 bt -1

QUA LIEU

Néu xay ra nhé mét qua liéu hdn dich AZARGA, cén diéu trj hd trg
va diéu tri triéu chimg. Cac nghién ciru da cho thy timolol khdng bi

thai trir qua thAm tach mau.

QUA LIEU
Néu xay ra nhé mét qua lidu hdn dich AZARGA, can diéu trj hd tro
va diéu tri triéu chiing. Cac nghién ciru da cho théy timolol khong bi

thai trir qua locthértieh mau.

CAC PAC TINH DUQC LY
Duwge lue hoc

Nhom dugc ly diéu tri: Thudc diéu tri glécdm va co déng tor. Ma

ATC: SO1EDS1

Co ché tac dung

|

Hdn dich nho mét AZARGA* ¢6 chira 2 hoat cht: brinzolamid va
timolol maleat. Hai hoat chit nay lam giam tinh trang cao nhan 4ap
cht yéu bing cach giam su tiét thiry dich, tuy nhién theo cac co ché
khac nhau. Tac dung két hop ciia hai thanh phén hoat chit nay s&

lam ha nhén 4p t6t hon so v&i khi diing timg thanh phan don déc.

Brinzolamid 12 mét chét tc ché manh carbonic anhydrase (CA-II) &

nguoi, iso-enzyme nay c6 chu yéu ¢ mat.

. ; . c ;
PAC TINH DUQC LUC HQC

Nhém duoc ly-didu-t#: Thube diéu tri glocom va co dong tir.
Ma ATC: SO1EDS51

Co ché tac dung

Hbn dich nho mit AZARGA% ¢6 chira 2 hoat chét: brinzolamid va
timolol maleat. Hai hoat chit nay lam giam tinh trang tingeae nhén
ap cha yéu bing cach giam su tiét thay dich, tuy nhién theo céc co
ché khac nhau. Tac dung két hop ciia hai thanh phan hoat chit nay

s& 1am ha nhan 4ap tdt hon so véi khi ding tirmg thanh phan don doc.

Brinzolamid 12 mét chét &rc ché manh carbonic anhydrase (CA-II) &

nguoi, iso-enzyme nay c6 chi yéu ¢ mat.

Cép nhat
theo thong
tu nhén
06/2016/TT-
BYT.

Cap nhat
theo CCDS
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Téc dung duoc luc

Cdc tac dung lam sang: ;
Trong mot nghién ctru 1am sang 12 thang c6 ddi ching & beng{ﬁ;n
bi glocom gbéc mo hodc tang nhan 4p, ma theo y kién cac nha nghién
ctru 12 cén liéu phép diéu tri két hop, va cé ap luc ndi nhan ban dau
tir 25 dén 27 mmHg, tac dung ha nhan 4p trung binh ciia hdn dich
nhé mét AZARGA khi dung 2 ldn/ngay 1a tir 7 &én 9 mmHg. Téc
dung giam &p luc ndi nhin trung binh cia hdn dich nho mit
AZARGA khong thua kém gi so véi dorzolamid 20 mg/mL +
timolol 5 mg/mL, d& dugc chung minh qua tAt ca cac thoi diém tai
tht ca cac 1an tham kham.

Trong mdt nghién ciru 14m sang 6 thang c6 ddi ching & bénh nhan
bi glocom géc mé hodc ting nhan 4p c6 ap luc ndi nhin ban dau

trong khoang 25 dén 27 mmHg, tac dung ha 4p luc ngi nhan trung

Téac dung duoc luc

Azarga chira hai hoat chat la brinzolamid va timolol maleat 1a nhiing
hoat chat duoc phé duyét véi chi dinh lam giam 4p luc ndi nhan ¢
nhitng bénh nhén glécém gbc md hodc ting nhén ap véi co ché tac
dung khac nhau. AZARGA gdy giam nhén 4p trung binh nhiéu hon
khi dung don déc AZOPT (hén dich nhd mit brinzolamid 1%) hoic

dung dich timolol maleat 0,5%.
Cdc tac dung lam sang:

Trong mot nghién ciru 1am sang 12 thang c6 d6i chimg & bénh nhan
bi glécdm gdc md hodc tang nhan ap, ma theo y kién cac nha nghién
ctru 12 can lidu phap diéu tri két hop, va c6 4p luc ndi nhan ban dau
trung binh tir 25 dén 27 mmHg, téc dung ha nhén 4p trung binh cua
hén dich nhd mit AZARGA khi dung 2 lan/ngay la tir 7 dén 9
mmHg. Tac dung giam ap luc ndi nhén trung binh cua hdn dich nhd
mit AZARGA khong kém honthuakémgi so v6i dorzolamid 20
mg/mL + timolol 5 mg/mL, d& duoc chimg minh qua tat ca cac thoi

diém tai tat ca cac lan tham kham.

Trong mdt nghién ctiu 1am sang 6 thang c6 dbi chuing & bénh nhan
bi glocom goc mé hodc ting nhin ap véieéd ap luc ndi nhan trung
binhbaa-das trong khoang 25 dén 27 mmHg, tac dung ha 4p luc ndi
nhan trung binh cta hdn dich nhé mit AZARGA -khi ding 2

TLTK [3]

Dich lai cho
sat nghia
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CA-I. Chét chuyén hoa c6 hoat tinh N-desethyl ciing tich luy trong
té bao hdng ciu, gin chi yéu véi CA-I. Ai luc ctia brinzolamid va
chat chuyén hoa v6i té bao héng cu va cac md CA dan t6i thube

c¢6 ndng d6 thap trong huyét tuong.

Chuyén héa

Con dudng chuyén hod cua brinzolamid lién quan dén N-
dealkylation, O-dealkylation va oxy hoa chudi N-propyl ctia né.
Chét chuyén hoa chinh ciia brinzolamid & ngudi 1a N-desethyl
brinzolamid, chét nay ciing lién két véi CA-I khi c6 mit brinzolamid
vatich luy trong té bao hdng cau. C4c nghién ctru invitro cytochrome
P450 isozyme cho thdy chuyén ho4 ciia brinzolamid lién quan chu
yéu dén CYP3A4 ciing nhu it nhit 12 4 isozym nita bao gdm
CYP2A6, CYP2B6, CYP2C8 va CYP2C9.

Su bai tiét/thai trir

14C brinzolamid dugc thai trir chii yéu qua nudc tiéu va phan véi s6

luong tuong duong, 32% va 29% tuong Ung.

Gi6i tinh: Sau khi nhé mét hdn dich nhd mit AZARGA, khéng c6

su khac biét lién quan t6i lam sang trong su phoi nhiém toan than

CA-L Chét chuyén hoa c6 hoat tinh N-desethyl ciing tich luy trong
té bao hdng cu, gin chil yéu v6i CA-L. Ai luc cia brinzolamid va
chét chuyén hoa véi té bao honghéae ciu va cac mdé CA din téi

thudc c6 ndng d6 thap trong huyét tuong.

Chuyén héa

Con dudng chuyén hod cia brinzolamid lién quan dén N-
dealkylation, O-dealkylation va oxy hoa chudi N-propyl cta nod.
Chét chuyén hoa chinh cta brinzolamid & ngudi 12 N-desethyl
brinzolamid, chit nay ciing lién két véi CA-I khi c6 mit brinzolamid
va tich luy trong t& bao hdng ciu. Cac nghién clu issitzein vitro
cytochrome P450 isozyme cho thdy chuyén hoa ciia brinzolamid lién
quan chi yéu dén CYP3A4 ciing nhu it nhét 13 4 isozym nira bao
gébm CYP2A6, CYP2B6, CYP2C8 va CYP2C9.

b

14C brinzolamid duoc thai trir cht yéu qua nudc tiéu va phan véi ty

Su bai tiét/thai trir

l6sé-luens tuong duong, 32% va 29% tuong ing.

Giéi tinh: Sau khi nhé mét hdn dich nhé mit AZARGA, khong c6

su khac biét lién quan téi 1dm sang trong su phoi nhiém toan than

Dich lai cho
sat nghia
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ddi véi brinzolamid, Ndesethyl brinzolamid hoédc timolol, khi phan

tich gidi tinh.

d6i v6i brinzolamid, Ndesethyl brinzolamid ho#c timolol, khi phén

tich theo gidi tinh.

ooooo

Dir liéu an toan tién lAm sang

Dir lidu tién 1am sang khong phat hién nguy hiém dic biét nao dbi
v6i nguoi dua trén cac nghién ctiru thdng thudng vé duoc ly an toan,
doc tinh cua liéu lap lai, doc tinh di truyén va kha nang giy ung thu.
Doc tinh sinh san tién 14m sang chi quan sat dugc tai mitc d6 phoi
nhidm du dé xem xét vuot qua su phoi nhidm t6i da & ngudi, cho

thdy it c6 lién quan dén sir dung lam sang.

DU LIEUAN-TOANTHONG TIN TIEN LAM SANG

Dir liéu tién 1am sang khong phét hién doc hainguy-hiém dic biét
nao déi voi ngudi dua trén cac nghién ciru théng thudng vé dugce ly
an toan, doc tinh cua lidu 13p lai, doc tinh di truyén va kha ning gy
ung thu. Poc tinh sinh san tién 1am sang chi quan sat dugc tai mirc
d6 phoi nhiém di d& xem xét vuot qua sy phoi nhiém tdi da & ngudi,

cho thdy it c6 lién quan dén sir dung 1am sang.

TINH TUONG KY Cap nhat
X theo thong
Khong 4p dung. tur nhan
: 06/2016/TT-
'ﬁz BYT.
HAN DUNG HAN DUNG Thigrdat
) cach viét
24 thang k& tir ngay san xuét. 24 thang k& tir ngdy san xuét.
Han dung sau khi mé nép: 28 ngay sau khi mé nip lo 1an déu. =
Khéng str dung thudc sau khi mé lo 4 tuin.
2 2 . s s " Thay do6i
BAO QUAN PIEU KIEN BAO QUAN cach viét

Béo quéan thudc & nhiét d6 khéng qué 30°C.

Bao quéan thudc & nhiét 46 dudikhénsgué 30°C.
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Khéng dung thubc sau ngay hét han ghi trén nhan.

Khoéng dung thube sau khi ¢ md nép lo 28 ngay.

THUOC NAY CHI DUNG THEO SU KE PON CUA THAY
THUOC

DE XA TAM TAY VA TAM NHIN CUA TRE EM
POC KY HUOGNG DAN SU DUNG TRUOC KHI DUNG

NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SI

SAN XUAT BOT CO SO SAN XUAT BOI Cap nhat
theo thong
tu nhan

S.A. Alcon - Couvreur N.V. S.A. Alcon - Couvreur N.V. 06/2016/TT-

Rijksweg 14, 2870 Puurs, Alcon Rijksweg 14, 2870 Puurs, Alcon BYT.

Belgium (Bi). Belgium (Bi).

Dua trén CCDS._v2.0 ngay 01-05-2013 va CCSI_v4.0 ngay 28-02- | NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG &Z‘Z ‘t‘li‘sgg

2013 HUGONG DAN SU DUNG tu nhan
06/2016/TT-

AZASUS 0915-2.0/010513 Phién ban CCDS TDOC-0016184 V3.0 BYT.

. Cép nhat
Ngay phé duyét bdi Bo Y t€ : xx/xx/xxxx theo CCDS
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* mot nhan hiéu thuong mai ciia Novartis

* nhan hiéu thuwong mai ciia Novartis

© 2015 Novartis © xxxx2015 Novartis t
Ghi chua:
Phin-ehi-dé-gachngane: phan trong to huong din sir dung dugc duyét bi bo di dé cap nhét theo t& hudng dan sir dung méi.

Phén chir do: phan thém vao trong t& huéng dan st dung cép nhat.
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" cuBéngiso sénh ndi
DA PHE DUYET

TD /BS oA

BOY TE

hon dich nhé miit vé tring AZARGA.

| L
aghy- 0T théne L _nam 207
(theo|cong vin AT5) BGHVONG DAN SU HIEN TAI TO HUONG DAN SU DUNG DU KIEN
| Rx
AZARGA" AZARGA*
Hon dich nho mét brinzolamide10mg/ml + Timolol 5 mg/ml Brinzolamid 10 mg/mL va timolol (dwéi dang timolol
maleat) S mg/mL
Hon dich nhé mit vo trung
THUOC BAN THEO PON
Thanh phan: Iml hon dich chira 10mg brinzolamide va 5mg | THANH PHAN

“timolol (dudi dang timolol maleate)

1a dwoc : benzalkonium chloride, mannitol, carbomer 974P,
tyloxapol, disodium edetate, sodium chloride, hydrochloric acid
va/hodc sodium hydroxide (dé diéu chinh pH), nude tinh khiét.

Hoat chat: M&i 1 ml hdén dich chira: brinzolamid 10 mg va
timolol maleat 6,8 mg twong duong timolol 5 mg.
Ta duoc:

Chat bao quan: benzalkonium clorid 0,1 mg/ml.

Ta dugc khac: Dinatri edetat, natri clorid, tyloxapol, mannitol,
carbomer 974P, natri hydroxyd va/hodc acid hydrocloric (dé
diéu chinh pH), va nudc tinh khiét.

DANG BAO CHE
Hon dich nhé mat vo trung.
Hon dich dong nhat mau tring dén tring nga.

bac tinh dwgrce ly
Dac tinh dwoe luc hoc

Mi ATC: SOIED51
Co ché tic dung

Nhoém duoe tri liéu: Ché phém diéu tri glocom va co déng tu.

Hon dich thudc nhé miat AZARGA® ¢6 hai thanh phﬁn hoat
chat: brinzolamide va timolol maleate. Hai thanh phan nay lam
giam ap lyc ndi nhan bi ting chi yéu bang cach giam bai tiét
thuy dich, tuy nhién bang nhiing co ché khac nhau. Téc dung

CAC PAC TINH DUQC LY

Dwoe lwe hoc

Nhém duge ly diéu tri: Thude diu tri glécdm va co dong ti.
Ma ATC: SO1EDS51

Co ché tac dung

Hon dich nhé mat AZARGA* ¢6 chira 2 hoat chat: brinzolamid
va timolol maleat. Hai hoat chat nay lam giam tinh trang cao
nhan ap chi yéu bang cach giam su tiét thuy dich, tuy nhién theo
cac co ché khac nhau. Téc dung két hop ctia hai thanh phan hoat

Noi dung vé co ban
khong thay doi, chi thay
doi cach dién dat céc tur,
cum tu cho phu hop hon.




két hop ¢oa hai thanh phan nay s& 1am ha nhan ap tot hon khi
chi dung mét trong hai thanh phan don déc.

Brinzolamide 12 mot chat (e ché manh carbonic anhydrase 11 &
ngudi(CA-II), isozym nay cé chii yéu ¢ mit.

Su tic ché carbonic anhydrase & tua mi & mit sé lam giam tiét
thuy dich, 1am cham su tao thanh ion bicarbonate nhd do lam
giam van chuyén natri va thuy dich.

Timolol 12 mdt chat chen thu thé beta khong chon loc va khong
c6 hoat tinh phé giao cam noi tai, (rc ché tim truc tiép hay tac
dung lam bén vitng mang. Céc nghién ctu do ap luc trong mit
va huynh quang hinh anh & ngudi cho thay ¢ thé tac dung chu
yéu cia thude lién quan dén giam hinh thanh thuy dich va lam
tang nhe luu luong chay ra.

Tac dung dwore lwe

Cac tac dung ldm sang:

Trong mdt nghién ctru 1am sang c6 ddi chimg kéo dai 12 thang
¢ bénh nhan glocom géc md hodc ting nhian ap, ma theo cac
nha nghién ctru 13 can diéu tri phdi hop, c6 ap luc ndi nhan ban
dau tir 25 dén 27mmHg, ap luc ndi nhan trung binh giam duoc
khi nhé mat hon dich thuc nhé mat AZARGA® hai lan mét
ngay tir 7 dén 9mmHg. Tac dung giam 4p luc ndi nhan cta hon
dich thuéc nho mit AZARGA® khong thua kém gi so véi
dorzolamide 20mg/ml + timolol 5mg/ml da duoc chirng minh
trong tat ca cac lan tai kham ciia bénh nhan.

Trong mot nghién ctru 1dm sang c6 doi chimg kéo dai 6 thang
trén bénh nhan glocom géc md hoac tang nhan ap co ap luc ndi
nhin ban dau tir 25 dén 27mmHg, ap luc ndi nhan trung binh
giam duoc khi nho mat hdn dich thude nhé miat AZARGA® hai
lan mo6t ngay tir 7 dén 9mmHg va nhiéu hon t6i 3mmHg so voi
brinzolamide 10mg/ml nhé 2 lan mét ngay va nhiéu hon téi
2mmHg so v6i timolol 5mg/ml nhé mat hai 1an mét ngay. Su
giam ap luc ndi nhdn c6 y nghia thong ké so voi dung
brinzolamide hoac timolol don ddc duoc khéng dinh qua tat ca

chat nay s& lam ha nhan ap tot hon so vai khi dung ting thanh
phan don ddc.

Brinzolamid 1a mot chat Gc ché manh carbonic anhydrase (CA-
I1) & nguoi, iso-enzyme nay ¢ chi yéu & mit.

Su trc ché carbonic anhydrase ¢ tua mi ctia mét lam giam su tiét
thuy dich, ¢6 1& bang cach lam cham su tao thanh ion bicarbonat
nhd d6 lam gidm van chuyén natri va thay dich.

Timolol 1a mot chat chen adrenergic khong chon loc, khong co
hoat tinh cudng giao cam nodi tai, trc ché truc tiép co tim hodc
hoat tinh 6n dinh mang. Cac nghién ctu bang nhan ap ky va do
thity dich bang phuong phéap do quang fluorophotometry ¢ nguoi
chi ra rang co ché tic dung chinh cua thudc cé lién quan téi
giam sy hinh thanh thiy dich va tang nhe sy thoat luu thiy dich.

Tac dung duoc luc

Cac tdc dung lam sang:
Trong mdt nghién ctru 14m sang 12 thang c¢6 doi chimg ¢ bénh
nhan bi glocom géc mé hodc ting nhan ap, ma theo y kién cac

nha nghién ctru 12 can liéu phap diéu tri két hop, va cé ap luc nr(f;%
/

nhin ban dau tir 25 dén 27 mmHg, tac dung ha nhan ap tru
binh cua hon dich nhé mat AZARGA khi dung 2 lan/ngay la tir 7
dén 9 mmHg. Tac dung giam ap luc ndi nhan trung binh ctia hon
dich nhé mit AZARGA khéng thua kém gi so voi dorzolamid
20 mg/mL + timolol 5 mg/mL, d4 dugc ching minh qua tat ca
cac thoi diém tai tat ca cac l1an tham kham.

Trong mdt nghién ciru 1am sang 6 thang c6 doi chimg & bénh
nhan bi glocom goc mo hoac tang nhan ap co ap luc ndi nhan
ban dau trong khoang 25 dén 27 mmHg, tdc dung ha ap luc noi
nhin trung binh cua hén dich nho mat AZARGA khi dung 2
lan/ngay la tir 7 dén 9 mmHg, va nhiéu hon t&i 3 mmHg so voi
brinzolamid 10 mg/mL khi ding 2 lan/ngay va nhiéu hon t&i 2
mmHg so v&i timolol 5 mg/mL khi ding 2 lan/ngay. Sy giam ap
luc ndi nhadn trung binh c6 y nghia thong ké so véi dung
brinzolamid hodc timolol don doc da quan sat théy & tat ca cac




cac lan tdi kham cuia bénh nhan.

Trong ba nghién ctru 1am sang c6 ddi chimg, cam giac khé chiu
& mit gip sau khi nho hdn dich thuéc nhé mét AZARGA® thap
hon d4ng ké so véi dorzolamide 20mg/ml + timolol S5mg/ml.

thoi diém tai tat ca cac lan tham kham.

Trong 3 thir nghiém 1am sang c6 doi ching, cam giac kho chiu &
mat xuat hién sau khi nhé hdn dich nhé mét AZARGA thap hon
dang ké so v6i khi ding dorzolamid 20 mg/mL + timolol 5
mg/mL.

Dac tinh dwgc dong hoc
Hdp thu
Sau khi nhd mat, brinzolamide va timolol thAm qua giac mac,

vao vong tuan hoan chung. Trong mdt nghién ciu duoc dong
hoc, ngudi khoé manh dung brinzolamide udng (1mg) hai lan
mot ngdy trong 2 tuan dé lam giam thoi gian dat téi trang thai
can bang trudc khi bat ddu str dung hdn dich thube nhd mit
AZARGA®. Sau 13 tuadn dung hdn dich thudc nhd mét
AZARGA" hai lan mot ngay, ndng do brinzolamide trong hong
cau trung binh do dugc 1a 18.8 +3.29uM, 18.1 + 2.68 uM va
18.4 + 3.01uM tai thoi diém twong tng 1a 4, 10 va 15 tuan,
chiing t6 trang thai cAn bang cuia brinzolamide trong hong cau
dugc duy tri.

O trang thai can bang sau khi nhé mét hdn dich thudc nhé mét
AZARGA®, C.. vi AUC: i trong huyét turong cua timolol
thap hon 27% va 28% (Cpnax 0.824 +0.453ng/ml; AUC,. 1oy, 4.71
+ 4.29ng.h/ml) so sanh véi khi diung timolol 5mg/ml (C,,. 1.13
+0.494ng/ml; AUCy. 5, 6.58 + 3.18ng.h/ml). Mirc dd giam phoi
nhiém toan than véi timolol khi sir dung hon dich thudc nho
mat AZARGA" khong c¢6 y nghia trén 1am sang. Sau khi dung
hon dich thude nho mit AZARGA®, Cpax trung binh ciia timolol
dat dugc sau 0.79 + 0.45 gio

Phdn bo

Ti 1& lién két protein huyét twong cua brinzolamide & mirc trung

binh, khoang 60%. Brinzolamide tip trung chii yéu trong té bao
héng cau do thude ¢6 ai lue cao, lién két voi CA-I1 va & mic do
it hon 1a voi CA-L.. Chat chuyén hoé c6 hoat tinh N-desethyl
cling tich lu¥ trong hong cau, gan chu yéu v6i CA-L. Ai luc cua

Dwge dong hoc

Hap thu

Sau khi nhé mat hdn dich nhé mét AZARGA, brinzolamid va
timolol dugc hap thu qua gidc mac va vao vong tudn hoan
chung. Trong mt nghién ctru dugc dong hoc, ngudi khoé manh
dung brinzolamid dudng udng (1mg) hai lan mot ngay trong 2
tuan dé rut ngén tho1 gian dat tdi trang thai 6n dinh trude khi bat
dau dung hon dich nhé mét AZARGA. Sau 13 tuan nhé hdn dich
nho mit AZARGA hai 1an mot ngdy vao hai bén mét, ndng do

brinzolamid trong té bao hong cau trung binh do duoc 1a 18,8 +
3,29 uM, 18,1 +2,68 uM va 18,4 + 3,01 pM tai thoi diém twong
ng 1a 4, 10 va 15 tuan, cho thady noéng do brinzolamid trong
hong cau & trang thai 6n dinh da duoc duy tri (CA-II dat trang
thai bdo hoa trong hong cau tai khoang 20 uM). Sau khi dung
hon dich nho mat AZARGA, C,, trung binh cua timolol trong
huyét twong & trang thai 6n dinh 12 0.824 ng/mL va Ty 12 0,79

g10.

Phan b6

Ti 18 lién két protein huyét twong cia brinzolamid & muc trung
binh (khoang 60%). Brinzolamid tap trung chu yéu trong té bao
h("ing cau do thubc c6 ai luc cao, lién két vi CA-II va & mirc do
it hon 1a véi CA-I. Chat chuyén hoa c¢6 hoat tinh N-desethyl
cling tich luy trong t& bao hong cau, gan cha yéu voi CA-L. Ai

CO cap nhat ndi dung
theo thong tin an toan
moi.
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brinzolainide va chat chuyén hoa véi CA hong cau va cac méd
khién thudc c6 ndng do thap trong huyét tuong.

Cac s0 liéu vé phan bd trong mdé mat & trén tho cho thay timolol
c6 the do duoc trong thuy dich t&i 48 gi® sau khi dung hon dich

' thuéc nho mit AZARGA®. 3 trang thai cAn bang, timolol dugc

phat hién thay trong huyét twong nguoi to1 12 gio sau khi nho
hon dich thudc nhd mat AZARGA®.
Chuyén hod

Con dudng chuyén hoa cua brinzolamide lién quan dén N-
dealkylation, O-dealkylation va oxy hoa ctia vi tri N-propyl.
Chat chuyén ho4 chinh cta brinzolamide & nguoi la N-desethyl,
chat nay ciing lién két v&i CA-I khi ¢6 mit brinzolamide va
cing tich luy trong té bao hong cau. Cac nghién ctru invitro cho
thdy chuyén hoa cia brinzolamide lién quan chi yéu dén
CYP3A4 va it nhat 13 4 isozym nita (CYP2AG, CYP2B6,
CYP2C8 va CYP2C9).

Timolol dugc chuyén hoa theo 2 duong. Mot duong tao ra
chudi ethanolamine trén vong thiadiazole va duong con lai tao
ra chudi ethanolic trén morpholine nitrogen va mot chudi thi
hai twong tu véi nhéom carbonyl gin vao nitrogen. Timolol
chuyén hoa chu yéu nho CYP2D6.

Thai trir

TV ™ VALY

Brinzolamide duoc thai trir chii yéu qua thén (khoang 60%).
Khoang 20% liéu thai trir qua nuéc tiéu 1a chét chuyén hoa.
Brinzolamide va N-desethyl brinzolamide 1a thanh phan chu
yéu tim thay trong nude tiéu cing voi dau vét (<1%) cua chat
chuyén hoa N-desmethoxypropyl va O-desmethyl.

Timolol va cac chat chuyén hoa duoc thai trir chi yéu qua than.
Khoang 20% liéu timolol duoc thai trir qua nudc tiéu dudi dang
khéng d6i, phan con lai dudi dang chat chuyén hoa. Thoi gian
ban thai huyét twong cua timolol sau khi dung hon dich thude

luc cua brinzolamid va chat chuyén hoa véi té bao hong cau va
cac md CA dan t6i thude co ndng do thap trong huyét tuong.
Timolol c6 thé do duoc trong thuy dich nguoi sau khi dung dung
dich nho mat timolol va trong huyét twong cho téi 12 gior sau khi
dung hon dich nho miat AZARGA.

Chuyén hoa

Con dudng chuyén hoa cua brinzolamid lién quan dén N-
dealkylation, O-dealkylation va oxy ho4 chudi N-propyl ciia né.
Chat chuyén hoé chinh cua brinzolamid & nguoi la N-desethyl
brinzolamid, chat nay ciing lién két véi CA-I khi cé mat

brinzolamid va tich lu§ trong té bao hong cau. Cac nghién ctru
invitro cytochrome P450 isozyme cho thdy chuyén hoa cua
brinzolamid lién quan chu yéu dén CYP3A4 ciing nhu it nhat 13
4 isozym nita bao gém CYP2A6, CYP2B6, CYP2C8 va
CYP2C9.

Timolol dugc chuyén hoa theo 2 duong. Mot duong tao ra chudi
ethanolamine trén vong thiadiazol va dudng con lai tao ra chudi
ethanolic trén morpholin nitrogen va mot chudi thir hai tuong tu
v6i nhom carbonyl gin vao nitrogen. Timolol chuyén hoéa chu
yéu nho CYP2D6. /QL

Su bai tiét/thai trir
"'C brinzolamid duoc thai trir chil yéu qua nude tiéu va phan vai
sO lugng twong duong, 32% va 29% tuong tmg. Khoang 20%
liéu thai trir qua nude tiéu 1a chét chuyén hod. Brinzolamid va N-

desethyl brinzolamid 1a thanh phan chii yéu tim thay trong nudc
tiu cung voi ddu vét (<1%) cua chat chuyén hoa N-
desmethoxypropyl va O-desmethy].

Timolol va cac chat chuyén hod ciia né duoc thai trir chu yéu
qua than. Khoang 20% liéu timolol duoc thai trir qua nudc tiéu
dudi dang khong doi, phan con lai dudi dang chat chuyén hoa.
Thoi gian ban thai huyét tuong cua timolol sau khi dung hdn




nho mat AZARGA® khoang 8 gio.

dich nhé mat AZARGA 1a 4,8 gio.

Nhém d6i twgng va tinh trang sirc khée diic biét

Tré em: Hon dich nhé mit AZARGA chua dugc danh gia &
bénh nhi.

Ngwoi cao tudi: Nhin chung khong c6 su khac biét vé an toan
va hiéu qua diéu tri dugc quan sat thiy giita nhém bénh nhan cao
tudi va cac bénh nhan ngudi 16m khac.

Gi6i tinh: Sau khi nho mat hon dich nho mat AZARGA, khong
c6 su khac biét lién quan t&i 14m sang trong su phoi nhiém toan
than ddi v&i brinzolamid, Ndesethyl brinzolamid hoac timolol,
khi phan tich gidi tinh.

Ching toc: Khong c6 su khac biét vé an toan va hiéu qua diéu
tri do yéu t6 chuing toc véi hon dich nho mat AZARGA.

Bénh nhan suy gan: Hon dich nhé mat AZARGA chua duoc
nghién ciru & bénh nhan mac bénh gan.

Bénh nhan suy thian: Hon dich nhé mit AZARGA chua dugc
nghién ctru & bénh nhan suy than.

Dir li¢u an toan tién lam sang

Dit liéu tién 1am sang khong phat hién nguy hiém dic biét nao
d6i voi nguoi dua trén cac nghién ciru thong thuong vé duoc ly
an toan, doc tinh cua liéu lap lai, doc tinh di truyén va kha nang
gdy ung thu. Doc tinh sinh san tién lam sang chi quan sat duoc
tai mic do phoi nhiém du dé xem xét vuot qua su phoi nhiém toi
da & ngudi, cho thay it ¢6 lién quan dén st dung 1am sang.

Trinh bay: Hop chira 1 1o thude 5 ml. QUY CACH PONG GOI )LL
Hop 1 lo dém giot DROPTAINER chtra 5 ml hdn dich.
Chi dinh diéu tri CHI PINH

Giam ap luc ndi nhan & nguoi trudng thanh bi glocém gdc mé
hodc ting nhan 4p ma don tri liéu khong ha nhan ap cé hiéu
qua.

Hén dich nhé mat AZARGA dugce chi dinh 1am giam 4p luc noi
nhan (IOP) & nguoi trudng thanh bi glocom géc md hodc ting
nhan ap, ma don tri liéu khong ha nhan ap co6 hiéu qua.

Liéu lwrgng va cach dung
Str dung & ngudi 16m (ké ca ngudi cao tudi)
Nho mét giot hdn dich nhé mat AZARGA® vao thi két mac cua

LIEU LUQONG VA CACH DUNG

Nhoé 1 giot hon dich nhd mat AZARGA vao tai két mac ctia mét

Noi dung vé co ban
khong thay d6i, chi thay
dbi cach dién dat céc tr,




mit bi bénh, hai 1an moi ngay.

Sau khi nhé mat bénh nhan nén nhe nhang khép mi mit lai va
an chin dng miii - 18, Cach nay s& lam giam hap thu toan than
ctia thube tir mét va lam giam tac dung khong mong mudn toan
than.

Trong truong hop dung dong thoi véi cac thube nhé miét khac,
hai thude can duoc nhé cach nhau it nhat 14 5 phut.

Néu quén nho thuée mét 1an nao do, bénh nhan nén tiép tuc
dung liéu tiép theo dung chi din vé lidu dung. Khong duoc nho
qua mot giot mdi lan, 2 1an mdi ngay vao mit can diéu tri.

Khi sir dung hon dich nhd mat AZARGA® dé thay thé cho mot
thude diéu tri glocom khéc, can ngung sit dung thudc dugc thay
thé, va bat dau dung AZARGA® vao ngay tiép sau.

Str dung ¢ tré em

Hon dich nhé mat AZARGA® khong dugc khuyén céo sir dung
cho tré em dudi 18 tudi do thiéu thong tin vé d6 an toan va hi€u
qua cua thude.

Str dung & bénh nhan suy gan, suy thin

Chua c6 nghién ciru nao ctia hon dich thuéc nhd mit
AZARGA® hoic cia dung dich thuc nhé mét timolol Smg/ml
duoc thyc hién trén bénh nhan suy gan hodc suy than. Khong
can hiéu chinh lidu & bénh nhan suy gan hodc bénh nhan suy
than nhe va vira.

Hon dich nhé mat AZARGA® chua dugc nghién ctru trén bénh
nhén suy than ning (d6 thanh thai creatinin nhé hon 30ml/pht)
hodc bénh nhan nhiém toan ting chlorid mau. Vi brinzolamide
va cac chat chuyén hoa chinh ciia né thai trir chu yéu qua thén,
hon dich nhd mat AZARGA® chéng chi dinh dung cho bénh
nhan suy than ning (xem phan « chdng chi dinh »)

bi bénh hai 1an moi ngay.

Sau khi nhé mat bénh nhan nén 4n vao 6ng dan 1é hoiac nhim

mat trong 2 phut, su hap thu toan than cia thubc sé giam. Diéu

nay s€ giup giam cac tac dung khéng mong mudn toan than va

ting tac dung tai chd cua thude.

Néu dung nhiéu hon mot loai thudc nhé mét, cac thude nén duoc

dung céch nhau it nhat 5 phut.

Néu quén nhé mét 1an, bénh nhan nén tiép tuc dung licu tiép

theo dung chi dan vé liéu dung. Khoéng dugc nhd qua mot giot

mot 1an, 2 1an mdi ngay vao mét can diéu tri.

Khi st dung hon dich nhé mit AZAGA dé thay thé cho mét

thude diéu tri glocdm khéc, can ngung st dung thudc dugc thay

thé va bit dau dung AZARGA vao ngay tiép theo.

Bénh nhan nhi

Khéng khuyén cdo sir dung hdn dich nhé mét AZARGA cho tré

em dudi 18 tudi do dir liéu vé an toan va hi€u qua diéu tri con

han ché.

Str dung ¢ bénh nhan suy gan, suy than

Chua c6 nghién ctru nao ctia hon dich nho mit AZARGA hoic

cua dung dich thudc nho mét timolol 5 mg/mlL dugc thyc hién

trén bénh nhén suy gan hodc suy than. Khong can hiéu chinh lidu

¢ bénh nhan suy gan hoac bénh nhén suy thin nhe va VEQ/Y
"

Hon dich nhé mit AZARGA chua dugc nghién ciru trén bénh
nhén suy than ning (d6 thanh thai creatinin nho hon 30ml/phut)
hodc bénh nhan nhiém toan tang clorid mau. Vi brinzolamid va
cac chat chuyén hoa chinh ctia né thai trir chi yéu qua than,
chong chi dinh ding hén dich nhd mit AZARGA cho bénh nhan
suy than ning (xem phan “Chong chi dinh”).

Bénh nhén cao tudi

Nhin chung khéng c6 su khac biét vé an toan va hiéu qua diéu tri
dugc quan sat thay giita nhém bénh nhan cao tubi va céc bénh
nhan nguoi [6n khac.

cum tu cho phu hop hon.

Tach riéng thong tin cua
Ko A n
doi tuong “Bénh nhan

cao tuo1”




Céch dung : Nho mdt

Lic k¥ 1o thube truée khi nhd mét.

Dé tranh tap nhiém vao diu nho thudc va hdn dich thuéc, khong
duge dé dau nhé thude cia lo thube tiép xfic voi mi mét, ving
xung quanh mat hogc bt cir vat nao. Péng chit lo thude sau
khi dung.

Cach dung

Chi dung dé nhé mit.

Hudng dan bénh nhan lic ky lo thudc trude khi sir dung.

D¢ tranh nhiém khuan dau 6ng nho thube va hdn dich thude, cin
than trong khong dé dau nhé cia lo thudc cham vao mi mét va
cdc ving xung quanh mat, hodc bat cir bé mat nao. Huéng dan
bénh nhan déng chit ndp lo thude khi khéng sir dung.

Sau khi mé nédp, néu vong gan dam bao bi roi ra, can thdo bo no
di trude khi dung thudc.

Thém théng tin lién quan
dén hudng dan cach dung
thudc cho bénh nhan.

Chong chi dinh
- Qua man cam vdi cac thanh ph?m hoat chat hodc ta duoc cua
ché pham.

- Hen phé quan hoic c6 tién sir hen phé quan, hodc ¢6 bénh tic
nghén duong thd man tinh nang.

- Cham nhip xoang, nghén nhi that d6 hai hoic dd ba va suy tim
ning hoic soc do tim.

- Viém miii di tng ning va phé quan dap ng qua mic, qua
man cam vai cac thude chen beta khac.

- Nhiém toan ting chlorid mau

- Suy than nang

- Qua man cam v&i sulphonamid

CHONG CHI PINH

e Qua man vdi cac thanh phé‘in hoat chat, v4i bat ¢t ta duoc
nao ctia thude hodc vai cac sulphonamid.

e Bénh dudng hoé hap phan ng ké ca hen phé quan hodc ¢
tién st hen phé quan, hodc bénh tic nghén duong thd man
tinh nang.

e Nhip cham xoang, hoi chirng nut xoang, block xoang nhi,
block nhi that do hai hoic ba, suy tim ro rét hoac sOc tim.

e Viém mii di Gng ning va phé quan dap tmg qua mirc, qua

man cam véi cac thude chen beta khac.
e  Suy thdn nang. ﬂ
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e Nhiém toan ting chlorid mau

Cac ndi dung duoc sap
xép lai cho phi hop.

Canh bao dac biét va than trong khi dung

1Tac dung toan than

Ciing giong nhu cac thudc dung trong nhdn khoa khac,
brinzolamide va timolol déu hip thu toan than. Do trong thanh
phén ché phém c6 mdt thude tac dong trén thu thé beta la
timolol, cac tdc dung khong mong muén trén tim va phdi gip &
cac thudc chen beta adrenergic ding toan than khéac c6 thé xay
ra khi ding thudc nay.

CANH BAO DPAC BIET VA THAN TRONG KHI SU

DUNG

Than trong chung

e Giong nhu cac thubc nhdn khoa ding tai chd khac,
brinzolamid va timolol dugc hap thu toan than. Do thanh
ph?m timolol ¢6 tac dung chen beta-adrenergic, ¢ thé Xay ra
cac tac dung khong mong mudn trén tim mach, phdi va céac
tac dung khong mong mudn khac giéng nhu quan sat thay
véi cac thude chen beta-adrenergic dung dudng toan than.

Thur tu cac doan duoc sép
xép lai cho phu hop va
cap nhat ndi dung theo
cac thong tin an toan méi




Hon dich nho mat AZARGA® chia brinzolamide 1a mot dan
chat sulfonamide. Cac tac dung khéng mong muén duogc cho 1a
xay ra do dung cac sulfonamide dudng toan than ciing c6 thé
xay ra khi nhd mit céc thude nay.

Roi loan cén bing acid- base dd dugc béo cdo khi udbng cac
thude tic ché carbonic anhydrase. Néu xuét hién qua man hoic
dau hiéu cia cac phan (mg nghiém trong, can ngiing ding thudc
ngay.

Bénh suy tim phai duogc kiém soat ddy du trudce khi bt dau didu
tri v&i timolol. Can theo d6i cac dau higu va tri¢u chiing suy tim
¢ nhitng bénh nhan c6 tién st suy tim nang, va can kiém tra
nhip tim cta cadc bénh nhan nay.

Cac phan tng trén tim va duong ho hap, gom ¢6 ca tir vong do

Do hén dich nhé mit AZARGA duoc hép thu toan than nén
bénh nhan str dung thudc nay c6 thé xut hién cac phan Urng
qua man hay gip véi cac dan xut sulphonamid. Can ngirng
dung thude néu xuét hién du hiéu ciia cac phan ing nghiém
trong hodc phan rng qua man.

R&i loan cén bang acid-base da duogc bao cdo khi ubng céac
thude tic ché carbonic anhydrase dudong udng. Str dung thén
trong ¢ bénh nhan cé nguy co suy thin do ¢6 nguy co nhiém
toan chuyén héa.

Vai tro cua brinzolamid 1én chirc nang nd6i mé gidc mac cua
bénh nhén bi ton thuong gidc mac (dic biét 1a nhitng bénh
nhan c6 s6 lugng té bao ndi mod thap) van chua dugc nghién
ctru. Vi vdy, can giam sat can thén nhitng bénh nhan co ton
thuong gidc mac (bénh nhan bi bénh dai thao duong hoic
bénh loan dudng giac mac).

Roi loan tim

Nén danh gia can trong viéc diéu tri vdi cac thude chen beta
¢ nhitng bénh nhéan bi bénh tim mach (nhu bénh mach vanh,
dau that nguc kiéu Prinzmetal, suy tim) va ha huyét ap, va
nén can nhic diéu tri voi cac hoat chat khac. Bénh nhan bi
mac cac bénh tim mach nén dugc theo ddi cac dau hiéu xau
di ctia nhitng bénh nay va cac tac dung khong mong muon.
Bénh suy tim phai duoc kiém soat day du trude khi bat dau
diéu tri v6i timolol. CAn theo ddi cac diu hi€u va triéu ching
suy tim & nhitng bénh nhén c6 tién st suy tim ning, va cin
kiém tra nhip tim cta cac bénh nhan nay. X

Ao
Roi loan mach

Than trong khi diéu trj thudc cho nhirng bénh nhan bi xdo
tron/rdi loan tuan hoan ngoai bién nang (nhu nhitng dang
nang cua bénh Raynaud hoac hoi chirng Raynaud).

Roi loan ho hip

Cac phan tmg duong ho hap, ké ca tir vong do co thit phé




co that phé quan & bénh nhan bi hen va hiém khi 13 tir vong ¢o
lién quan dén suy tim da duoc bao cio khi sir dung timolol
maleate.

Cac thude chen thu thé beta cin dugc st dung hét sic than
trong cho cac bénh nhan c6 thé bi tut duong huyét tu phat hodc
bénh nhan dai thao duong phu thude insulin vi cac thude chen
thu thé beta c6 thé che lap cac d4u hiéu va triéu chiing cia ha
duong huyét cap tinh.

Chiang ciing c6 thé che lap cac diu hiéu va triéu chirng cua
cuong giap trang, lam tram trong thém dau thét nguc Prizmetal,
cac r6i loan tuan hoan trung wong va ngoai vi va ha huyét ap.

Céac tac dung toan than da duoc biét cia thude e ché carbonic
anhydrase c6 thé duoc ting cudng & bénh nhan dung dong thoi
hon dich nhd mit AZARGA® va thudc Gc ché carbonic
anhydrase. Str dung dong thoi hdn dich nhé mit AZARGA® va
thude trc ché carbonic anhydrase chua dugc nghién ciru va vi
thé khong duoc khuyén céo.

Diéu tri dong thoi

Timolol ¢6 thé tuwong tac véi cac thude khac.

Tac dung trén ap luc ndi nhan hoidc cic tic dung da duoc biét
cuia cac thudc chen thu thé beta khi dung toan than cé thé duoc
tang cuong khi str dung hon dich nho miat AZARGA® cho bénh
nhan dang udng thudc chen thu thé beta. Khong khuyén céo st
dung déng thoi hai thudc chen beta hodc hai thudc e ché
carbonic anhydrase tai chd.

quan ¢ bénh nhan bi hen da dugc bao céo sau khi ding mot
s6 thude tra mét chen beta.

Ha dwong huyét/bénh tiéu dwong

e Than trong khi ding cac thudc chen beta cho nhitng bénh
nhan ha duong huyét tu phat hodc bi bénh tiéu duong khong
6n dinh do céc thudc chen beta c6 thé che diu cac diu hiéu
va triéu chimg cia ha dudng huyét cap tinh.

Cwong giap
e Cac thudc chen beta ciing c6 thé che dau céc dau hiéu cua
bénh cuong giap.

W

e Céac thudce chen beta-adrenergic da dugc béo céo cé thé gay
yéu co thé hién & cac triéu chirg nhugc co (vi du: song thi,
sup mi va yéu toan thin).

Cac thuoce e ché beta khac

e Tac dung trén ap lyc ndi nhdn hodc céac tac dung chen beta
toan than da biét c6 thé xuat hién khi timolol duge dung cho
cac bénh nhan dang diéu tri v&i thude chen beta duong toan

A
Yeu co

than. Nén theo doi chat ché dap tng cua cac bénh nhan nay.
Khong khuyén cdo st dung hai thudc chen beta-adrenergic
tai cho.

NOi nay duoc
chuyén sang muc
“TUONG TAC VOI
CAC THUOC KHAC
VA CAC DANG
TUONG TAC KHAC”

dung




Phan vung phan vé

Khi sir dung cac thudc chen thu thé beta, bénh nhan cé tién sir
tang di (mg hoic c6 tién sir phan tng phéan vé véi céc di nguyén
khac nhau c6 thé khong dap g véi liéu adrenalin thuong dung
dé xir tri cac phan trng phan vé

Tdc dung trén mdt
Co6 it kinh nghiém vé sir dung hdn dich nhé mit AZARGA®
diéu tri cho cac bénh nhan glocom gia tréc vay hoidc glocdm sic

t6. Can than trong khi str dung thudc cho cac bénh nhan nay va
theo doi ap luc ndi nhan chit ché.

Hon dich nhd mat AZARGA® chua duoc nghién ctu trén bénh
nhan glocom goc dong va khong duge khuyén céo sir dung cho
d6i twong bénh nhan nay.

Céc thude tc ché carbonic anhydrase dung dudong udng co thé
lam giam kha nang thuc hién nhiing hoat dong can ¢6 su tinh
tao dau oc va/hodc phéi hop cac dong tac & bénh nhan cao tudi.
Hon dich nhé miat AZARGA® duoc hép thu vao tuan hoan
chung vi vay nhiing tdc dung nay van c6 thé xay ra khi dung
thudc nhé mit.

Vai trd cua brinzolamide trén chirc ning biéu mé gidc mac chua
dugc nghién ctu trén cac bénh nhan c6 gidc mac suy yéu (dic
biét 1 nhitng bénh nhan c6 s6 lugng té bao biéu mod thip). Dic
biét, nhitng bénh nhan str dung kinh ap trong chua dugc nghién

Phéan trng qua man

e Trong khi dung cac n beta, nhirng bénh nhén c6

tién st di Gng hodc tién sir cia phan rng qua man ning vdi
mot s6 di nguyén c6 thé phan trng manh hon voi thir thach
lap lai véi cac di nguyén nay va cé thé khong dap tng voi
licu adrenalin théng thuong dung dé diéu tri cac phan Gng
qua man.

Bong hiic mac

e Bong hic mac da duoc béo cdo véi viéc diéu tri b?mg thude
e ché thiy dich (nhu timolol, acetazolamid) sau phau thuat
m¢ be cling mac.

Gay mé phau thuit

e Cac thudc nhin khoa chen beta c6 thé Gc ché cac tac dung
chu van beta toan than nhu cua adrenalin. Nén thong bao

Téc dung trén mét ;\y/
e (¢ it kinh nghiém vé sir dung hon dich nhé mat AZARGA
diéu tri cho cac bénh nhan glocom gia troc vay hoac glocom

cho bac si gay mé khi bénh nhan dung timolol.

sic t6. Can than trong khi st dung thude cho cac bénh nhan
nay va theo doi ap luc ndi nhén chit ché.

e Hon dich nhé mat AZARGA chwa duoc nghién ctru trén
bénh nhan glécom goéc dong va khong duge khuyén cdo sur
dung cho doi twong bénh nhan nay.

o Cac thudce e ché carbonic anhydrase dung duong udng co6
thé lam giam kha nang thyc hién nhiing hoat dong can co su
tinh tao dau 6c¢ va/hodc phéi hop cac dong tac & bénh nhén
cao tudi. Hon dich nho miat AZARGA duoc hép thu vao tuan
hoan chung vi vay nhiing tac dung nay van c6 thé xay ra khi
diing thudc nhé mit.

e Vai trd cia brinzolamid trén chitc ning biéu mé gidc mac
chua dugc nghién ctru trén cac bénh nhan ¢ gidc mac suy
yéu (dac biét 1a nhitng bénh nhan c6 sb luong té bao biéu mod
thép). Dac biét, nhiing bénh nhan st dung kinh ap trong




ciru va can theo ddi céc bénh nhan nay can than khi sir dung
brinzolamide, vi cac thudc Gc ché carbonic anhydrase co thé
anh hudéng dén kha ning hydrat hoa cua giac mac va deo kinh
ap trong c6 thé giy ra cac nguy co khong tot dbi voi gide mac.
Khuyén céo than trong theo doi cac bénh nhan c6 giac mac suy
yéu vi du nhu bénh nhén dai thao duong hoac bi teo giadc mac.

Benzakonium chloride, mét chat bao quan hay dugc st dung
trong cac ché pham thudc nhoé mit c6 thé gay ra bénh gidc mac
dam nhé va/hodc bénh gidc mac loét nhiém ddc. Vi hdn dich
nhé mit AZARGA® c¢6 chia benzakonium chloride, can theo
doi can than trong trudng hop dung thube thuong xuyén hoic
kéo dai.

Hon dich nhd mat AZARGA® co chira chadt bao quan
benzalkonium chloride, ¢ thé gay kich ing mét va lam bién
mau kinh 4p trong mém. Vi vy, bénh nhan cin thdo kinh ap
trong trude khi nhd AZARGA® va chd it nhét 15 phat sau khi
nho AZARGA® méi dugce deo kinh ap trong lai.

chua dugce nghién ciru va can theo ddi cac bénh nhan nay
can than khi sir dung brinzolamid, vi cac thubc Gc ché
carbonic anhydrase c6 thé anh huong dén kha nang hydrat
hoa cua gidc mac va deo kinh ap trong c6 thé giy ra cac
nguy co khong tt ddi véi gide mac. Khuyén céo than trong
theo ddi céc bénh nhan c6 gidc mac suy yéu vi du nhu bénh
nhan dai thao dudng hodc bi teo giac mac.

e Benzakonium clorid, mét chit bao quan hay duogc st dung
trong cac ché pham thudc nhé mét c6 thé gay ra bénh giac
mac dam nhé6 va/hodc bénh gidc mac loét nhiém doc. Vi hdn
dich nhd mit AZARGA c¢6 chira benzakonium clorid, can
theo d&i can than trong trudng hop dung thude thuong xuyén
hoac kéo dai.

Kinh ap trong

e Hon dich nhé mat AZARGA c¢6 chira benzalkonium clorid
c6 thé gay kich ung va lam ddi mau kinh ap trong mém.
Tranh tiép xtic v&i kinh ap trong mém. Bénh nhan can duoc
huéng dan thio kinh ap trong truéce khi nhd hdn dich nho

méit AZARGA va doi it nhét 15 phit trude khi deo lai. s

P

Phu nir c6 thai va cho con bu

Phu nir co thai

Khong c6 day du dit liéu vé sir dung brinzolamide & phu nir c6
thai. Nghién ctru trén dong vat cho thay c6 ddc tinh trén sinh
san. Nguy co trén ngudi chua dugc biét.

Céac nghién ctru dich té ¢6 kiém soat khi dung thude chen beta
duong toan than cho thay khéng c6 tac dung gay quai thai tuy

KHA NANG SINH SAN, THAI KY VA CHO CON BU

Kha nang sinh sin

e Chua c6 dir liéu nghién ctru 1am sang nao cho thay bat ki anh
huong cia brinzolamid hodc timolol Ién kha nang sinh san
cua nam gidi cling nhu nir gidi. Cing khong ¢6 du doan nao
vé anh hudng lén kha ning sinh san ciia nam gid1 cling nhu
nir gigi do diéu tri bﬁng hon dich nhé mat AZARGA.

Thai ky

e Chua du dit liéu vé viéc sir dung thuéc mat brinzolamid va
timolol cho phu nir mang thai. Nhitng nghién ctu trén dong
vat véi brinzolamid ding dudng toan than cho thay c6 doc
tinh trén sinh san.

o Céc nghién ciru dich t€ hoc khong cho thay cac anh hudng di
tat nhung cho thay nguy co thai cham phat trién trong tir cung

Céap nhat theo cac thoéng
tin an toan mai.




nhién mét so tac dung dugc ly nhu cham nhip tim thai nhi hoic
tré so sinh cé dugc bao cdo. Dit liéu trén mot sb luong gidi han
phu nit ¢6 thai sir dung timolol nhé mit cho thay thudc khong
gdy tac dung c6 hai d6i voi phu nit ¢6 thai hodc véi sire khoé
cua thai nhi/tré so sinh, tuy nhién loan nhip tim thai nhi da duoc
bao cao véi mot truong hop phu nit ¢6 thai sir dung thude nhod
mat timolol. Cho té&i hién tai chua c6 s6 liéu dich té thich hop
nao.

Hon dich nhé mat AZARGA® khong nén dung cho phu nif ¢
thai trir khi thuc su can thiét.

Phu nir cho con b

Nghién ctru trén dong vat cho thay brinzolamide duoc bai tiét
vao sita.
Khong r6 brinzolamide ¢6 thai trir qua sita ngudi hay khong.

Timolol c6 xuat hién trong sira ngudi. Tuy nhién, ¢ liéu diéu tri
ctia hon dich thude nhé mit AZARGA®, khong c6 anh hudng
gi d6i vai tré ba me c6 sir dung thudc nay. C6 thé st dung hon
dich thuéc nhé mét AZARGA® cho ba me dang cho con bu.

khi me dung cac thude chen beta duong udng. Thém vao do,
cac dau hiéu va triéu chirng chen beta (nhu cham nhip tim, ha
huyét ap, suy ho hap va ha duong huyét) da duoc quan sat
théy & nhii nhi khi cac thudc chen beta duoc dung cho me cho
dén lac sinh.

e Khoéng nén dung hon dich nhé mat AZARGA trong thai ky
trir phi thyc sy can thiét. Tuy nhién, néu dung hon dich nho
mat AZARGA trong khi mang thai cho dén ltc sinh, can theo
ddi can than nhii nhi trong sudt nhitng ngay dau méi sinh.

Phu nir cho con bu

Céac nghién ctu trén dong vat cho thay sau khi ding duong

udng, brinzolamid duge tiét vao sita.

Khéng biét liéu brinzolamid nhé mét c6 duoe tiét vao sira nguoi

hay khong.

Céc thude chen beta dugc bai tiét vao sita me¢ c¢6 kha nang gay ra

cac tac dung khéng mong muén nghiém trong trén tré b me.

Anh hwéng t6i kha ning lai xe va diéu khién may moc.
Gidng nhu véi bat ¢t thudc nhod mit nao khac, nhin mo tam
thoi hogic cac roi loan thi gidc c6 thé lam anh hudng t6i kha
niang lai xe va diéu khién may méc. Néu nhin mo xay ra khi
nhoé thude, bénh nhan phai cho cho téi khi nhin r6 lai nhu binh
thuong mai duge 14i xe hodc diéu khién may méc.

CAc thude te ché carbonic anhydrase c6 thé lam giam kha nang
thyc hién nhitng hoat dong can cé su tinh tio va phdi hop nhidu
dong tac & nguoi cao tudi .

ANH HUONG TOI LAI XE VA VAN HANH MAY MOC
Nhin m¢ tam thoi hodc cac rdi loan thi giac khac c6 thé anh
hudng téi kha nang lai xe hodac van hanh may moc. Néu nhin mo
xuat hién sau khi nhé mét, bénh nhan phai chd cho t&i khi nhin
rd lai roi mdi duoc 14i xe hoic van hanh may méc. J_[/

Cac thudc e ché carbonic anhydrase duong uong c6 thé lam
giam kha nang thyc hién nhiing céng viéc can su tinh tdo tinh
than va/hodc can sy phoi hop vé thé chat & ngudi cao tudi.

Twong tac véi cac thude khac va cic dang twong tac khac
Chua ¢6 nghién ctru vé tuong tac nao duge thuc hién véi hdn
dich nho mét AZARGA®.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG
TUONG TAC KHAC

C6 sap xeép lai tht tu cua
cac doan va cdp nhat noi
dung theo cac théng tin




Hon dich nhé mat AZARGA® ¢6 chira brinzolamide, mdt chat
trc ché carbonic anhydrase va, mic du dung tai chd, thudc van
hap thu vao tudn hoan chung. R6i loan can bing acid- base di
dugce béo céo véi cac thude e ché carbonic anhydrase. Nguy
co xay ra tuong tic can duoc cAn nhic & cac bénh nhan dung
hon dich thude nhé mit AZARGA®.

Isozyme cytochrome P450 chiu trich nhiém chuyén hoa
brinzolamide gém c6 CYP3A4 (quan trong nhat), CYP2AG,
CYP2B6, CYP2C8 va CYP2C9. Céc chat wc ché CYP3A4 nhu
ketoconazole, itraconazole, clotrimazole, ritornavir va
troleandomycin dwgc cho 1a s& wc ché su chuyén hoa
brinzolamide bing CYP3A4. Can than trong khi sir dung dong
thoi v6i cac thude e ché CYP3AA4. Tuy nhién, sy tich luy
brinzolamide it ¢6 nguy co xdy ra vi thudc thai trir chi yéu qua
than. Brinzolamide khong trc ché céc isozyme P450.

Phan g ting huyét ap khi ngung clonidine dot ngdt co thé
tram trong hon khi dang str dung cac thude chen beta.

Téac dung tic ché beta toan than nghiém trong (vi du nhu giam
nhip tim) da dugc bdo céo khi sir dung ddng thoi cac thube tic
ché CYP2D6 (nhu quinidine, cimetidine) va timolol.

Céc thude chen beta c6 thé lam tang tac dung ha duong huyét
clia cac thude chdng dai thao dudng. Thude chen beta c6 thé
che 1ap dau hiéu va triéu chimg ha dudng huyét.

Hon dich nhd mét AZARGA ¢6 chia brinzolamid, mot chét
tc ché carbonic anhydrase va mic du dung nho tai mit,
thube van duoc hap thu toan than. Réi loan can bing acid-
base di dugc bdo cdo voi cac thudc e ché carbonic
anhydrase duong uéng. Nguy co xdy ra tuong tac can duoc
can nhéc & cac bénh nhan dung hon dich nhé mit AZARGA.
Isozyme cytochrome P450 chiu trach nhiém chuyén hoa
brinzolamid gom c6 CYP3A4 (quan trong nhit), CYP2AS,
CYP2B6, CYP2C8 va CYP2C9. Cac chét trc ché CYP3A4
nhu ketoconazol, itraconazol, clotrimazol, ritornavir va
troleandomycin dugc cho la s& e ché su chuyén hoa
brinzolamid bé’mg CYP3A4. Can than trong khi sir dung
dong thoi véi cac thube te ché CYP3A4. Tuy nhién, it ¢6
kha nang xay ra sy tich lu§ brinzolamid vi thubc thai trir chu
yéu qua than. Brinzolamid khong trc ché céac isozyme P450.

C6 thé c6 tac dung hiép dong trén céc tac dung toan than da
biét ctia cac thudc e ché carbonic anhydrase & bénh nhan
dung thude e ché carbonic anhydrase duong udng va thude
nho mat brinzolamid. Khong khuyén céo dung dong thoi cac
thuéc nhé miat c¢6 chira brinzolamid va cac thude Gc ché

(-

Phéan tng tiang huyét 4p khi ngirng clonidin dot ngodt co thé

carbonic anhydrase duong uong.

tram trong hon khi dang sir dung céc thudc chen beta.

Nguy co xay ra tic dung chen beta toan than (nhu gidm nhip
tim, tram cam) da duoc bao cao khi két hop diéu trj thudc e
ché CYP2D6 (nhu quinidin, fluoxetin, paroxetin) va timolol.

Céc thudc chen beta ¢6 thé lam tang tac dung ha duong
huyét cua cac thude chong dai thao duong.

an toan moi.

No1  dung nay duoc
chuyén tr muc “CANH
BAO VA  THAN
TRONG KHI SU

DUNG?” sang.




Khi str dung dong thoi thude nhoé mét chira timolol véi cac chét
tc ché kénh calci, guanethidine ho#ic cac thubc chen thu thé
beta, thude chong loan nhip, glycoside trg tim hodc cac thudc
cuong pho giao cam theo dudng udng, sé& c6 nguy co tang qua
mirc tic dung ha huyét ap va/hodc chAm nhip tim.

e (6 thé c6 tac dung hiép dong dan téi ha huyét ap va/hoic
chdm nhip tim dang ké khi dung ddng thoi cac dung dich
nho mit chen beta véi cac thude chen kénh calci, chen beta-
adrenergic, cac thuéc chdng loan nhip (bao gom amiodaron),
hodc glycosid tim loai digitalis, cac thudc gia cudng giao
cam duong udng.

e Gién dong tir do sir dung dong thoi thudc tra mét chen beta
va adrenalin (epinephrin) d6i khi da duogc bao céo.

e Céc thude chen beta c6 thé lam giam dap ung véi adrenalin
dugc dung dé diéu tri cac phan Gmg qua man. Can dic biét
than trong & bénh nhan cé tién sir di irng hoac sbc phan vé.

Téc dung khéng mong muon

T6m tdt vé tinh an todn ciia thudc

Trong hai nghién ctru lam sang kéo dai 6 thang va 12 thang,
theo d&i 394 bénh nhan diéu tri b?mg hon dich thude nhd mét
AZARGA®, tac dung c6 hai hay gip nhat 1a nhin mo thoang
qua xdy ra sau khi nhé thudc (3.6%), kéo dai tir vai gidy t6i vai
phit.

Bang tém tdt cdc tdc dung khéng mong muon

Céc tac dyng khong mong muén duéi diy duoc xép loai nhu
sau: rat hay gip (>1/10), hay gap >1/100 téi <1/10), it gap
(>1/1000 téi <1/100), hiém gap (>1/10000 t6i <1/ 1000) hoac
rat hiém gip (<1/ 10000). Trong tirng nhém, cac tac dung khong
mong mudn dugc sip xép theo thir ty muc do nghiém trong
giam dan.

TAC DUNG KHONG MONG MUON

Tém tdit vé tinh an todn ciia thudc

Trong hai nghién ctru lam sang kéo dai 6 thang va 12 thang, theo
ddi 394 bénh nhan diéu tri bang hdn dich thudc nhé mit
AZARGA, tac dung khdong mong mudn hay gip nhét 1a nhin mo
thoang qua xay ra sau khi nhd thude (3,6%), kéo dai tir vai glay
to1 vai phut.

Bang tém (dt cdc tdc dung khong mong muon

Céac tac dung khéng mong muon sau da duoc bo céo qua cac
thir nghiém 1am sang v4i hon dich nhé mit AZARGA va duoc
phan loai theo quy uGe nhu sau: rat phé bién (> 1/10), phd bién
(> 1/100 dén < 1/10), khong phé bién (> 1/1.000 dén <1 /100),
hiém gip (> 1/10.000 dén < 1/1.000) va rét hiém gip (<
1/10.000). Trong moi nhém tan s, cac tac dung khong mong
mubn dugc trinh bay theo thir tuw mic do nghiém trong giam dan.

Phan loai hé Nhom co Téc dung khéng mong muon
théng co Thuat ngir theo MedDRA quan trong co' | (thuat ngir cia MedDRA (phién ban
quan thé 15.1))
Tam than it gap: mat ngu R(’:’i loan tam Khéng pho bién: mat ngu
s th Aaa

Noi dung vé co ban
khong thay do6i, chi thay
doi cach dién dat cac tu,
cum tu cho phu hop hon
va cap nhat thém mot vai
no1 dung theo thong tin
an toan moi.




R&i loan than

Kinh Phé bién: chig loan vi giac

Phé bién: nhin md, dau mat, kich tng mt
Khéng pho bién: trot giac mac, viém giac
mac cham, ching s¢ anh sang, kho miit,
ngla mat, ting tiét nudc mat, tiét oi mit,
R6i loan mat xung huyét mat, xung huyét cing mac,
viém mi mat, viém két mac di ng, roi loan
glac mac, cam giac nong 6 hau phong, xung
huyét két mac, ria mi mat kho cung, cam
gidc bat thudng & mit, viém ngra mi mét dj
ing, ban dé & mi mét

Roi loan mach | Khong phé bién: tut huyét ap

Rl’\ . l h" » ’ Z A
e 10 Khong pho bién: bénh tac ngh&n phoi man

hap, 16 : ,
P, JO0E NERE tinh, dau ¢ hau hong, chay miii, ho /Q,f/

va trung that

.o Hay gép: loan vi giac
Hé thdnkinh | > ob oen VA8
Hay gip: nhin mo, dau & mat, kich Gmg &
méat, cam giac ¢ vat la trong mat.
it gap: mong gidc mac, viém giac mac dam
nho, khd mat, ¢ gi mit, ngira mat, xung
N huyét mat, viém mi mat, viém két mac di
a e .y ? 4 r 2 n
trng, roi loan giac mac, cam giac nong ¢ hau
phong, xung huyét két mac, ria mi mét kho
clrng, cam giac bat thuong & mit, nguira mi
mat, dj Gmg, ban d6 & mi mét
Mach It gap: giam huyét ap
5 It géip: bénh tac nghén phdi man tinh, dau &
Ho6 hap, l1ong kg_p sl g~ P
» hau hong, chay miii, ho
nguc va
trung that
Davacactd |, ;
, It gap: bénh o toc, liken phan
chirc dugida | S0 OF S

M6 ta mot s6 phan vmg bat loi

Loan vi giac (cam giac bat thuong hodc dang & miéng sau khi
nho thuéc) [a mot tac dung bat loi toan than thuong duoc mo ta
khi sir dung hon dich thude nhé mit AZARGA® trong cac thu
nghiém 14m sang. Nguyén nhan 1a do thudc nho mit chay vao
miii hau thong qua 6ng miii 1é va do brinzolamide gdy ra. Nhe
nhang khép mi mat lai va an chin c“')ng miii - 1& sau khi nhd mit
s& lam giam tac dung khong mong mudn nay.

Hon dich thube nhd mit AZARGA® ¢6 chira brinzolamide 1a
mot dan chat sulfonamid @e ché carbonic anhydrase va hap thu
vao tuan hoan chung. C4c tac dung trén tiéu hoa, hé than kinh,
méu, than va chuyén hoa thudng xay ra khi dung chat trc ché
carbonic anhydrase dudng toan than. Cac tac dung bat loi xay

Da va cac to

Sk i It gdp: bénh & toc, roi loan md liken phéng

M5 ta mét s6 phan ung bat loi

Loan vi gidc (cam giac bat thuong hodc ding ¢ miéng sau khi
nho thuéc) 12 mot tac dung bat loi toan than thuong duoc mo ta
khi st dung hon dich nho mat AZARGA trong cac thir nghiém
lam sang. Nguyén nhan 13 do thudc nhé miat chay vao miii hau
thong qua 6ng miii 1é va do brinzolamid ody ra. Nham nhe mit
lai va 4n chin dng miii - 18 sau khi nho mét s& lam giam tac dung
khong mong mudn nay.

Hon dich nhd mit AZARGA c6 chira brinzolamid 1a mot dan
chat sulfonamid tic ché carbonic anhydrase va hip thu vao tuan
hoan chung. Cac tac dung trén tiéu hoa, hé than kinh, mau, than
va chuyén hoa thudng xay ra khi dung chat tc ché carbonic
anhydrase dudng toan than. Céc tac dung bat lgi xay ra khi dung




ra khi ding chat trc ché carbonic anhydrase toan than ciing ¢6
thé xay ra khi dung tai chd.

Hon dich thuéc nhd mit AZARGA® chta brinzolamide va
timolol (duéi dang timolol maleate). Cac tac dung bat loi khéc
gip khi sir dung cac thanh phan hoat chat riéng 1é nay c6 thé s&
xay ra khi dung hon dich thuée nhé mit AZARGA®. Ching
bao gom:

chat trc ché carbonic anhydrase toan than ciing cé thé xay ra khi
ding tai cho.

Hon dich nhé mat AZARGA chita brinzolamid va timolol (dudi
dang timolol maleat). Cac tic dung bat loi khac giip khi st dung
cac thanh phan hoat chét riéng 1& ndy cé thé s& xay ra khi dung
hon dich nho mét AZARGA. Chiing bao gdm:

Brinzolamide 10mg/ml | Timolol 5mg/ml

Brinzolamid 10mg/ml | Timolol 5mg/ml

Phan loai hé | Thuat ngir theo
thong co | MedDRA

Phan loai hé
thong co Thudt ngir theo MedDRA
quan

quan
Nhiém tring | viém miii hong, viém
va xdm | hau hong, viém mii,
nhiém viém xoang

|

Nhiém trong | viém miii hong, viém
va xdm nhiém | hau hong, viém mii,
viém xoang

Méu va hé | giam s6 lugng hong
théng bach | cAu, tang chloride trong
huyét mau

Mau va hé¢ | giam so lugng hong cau,

thong  bach | ting clorid trong mau /ﬂj/
huyét

HE mién dich | qua man

H€E mién dich | qua man

Chuyén hoa ha dudng huyét Chuyén ho4 ha dudng huyét
va dinh A va dinh

dudng dudng

Tam than lanh dam, trAm cam, | tram cam TAm than lanh dam, tram cam, | tram cam

, .7 A A
cam giac tram uat, suy
giam tinh duc, 4c

cam giac tram uat, suy
giam tinh duc, ac mong,

mong, cang thang cang thang
n A A » A ’ « A r ~ . " A A A ” A , «A r ~ -
Hé thong | budon ngi, mat chirc | thieu mau ndo, tai | | Hé thong than | buon ngt, mat chuc | thicu mau nio, tai
I‘\ . ~ N N I4 ./( ~ . ~ N P r 'A ~
than kinh nang van dong, ching | bien mach ndo, | | kinh nang van dong, ching | bien mach nio,

quén, giam tri nho, hoa ngé"tt, dau dau, hoa
mat, yéu co, run, dau | mat

dau, cam gidc khac
thuong, giam cam giac,

run

quén, giam tri nhé, hoa | ngat, dau dau, hoa
miit, yéu co, run, dau | mit

dau, cam gidc khac
thuong, giam cam giac,

run




Mt viém két mac, bénh két | viém két mac, nhin T miat viém két mac, bénh két | viem  két mac,
mac, ton thuong biéu | doi, viém g1ac mac, mac, ton thuong biéu mo | nhin  d6i, viém
md gidc mac, viém | roi loan thi glac, sa giac mac, viém tuyén g14c mac, roi loan
tuyén Meibomius, tang | mi mat Meibomius, tang nhan | thi giac, sa mi méat
nhidn 4&p, laing dong tai “ ap, lang dong tai mit,
mat, kich @mg gidc mac, kich ung gidc mac, phu
phu giac mac, viém két giac mac, viém két mac,
mac, nhin doi, nhin nhin doi, nhin nhoé, loa
nhoe, s¢ anh sang, loa mt, giam thi luc, kho
mat, giam thi luc, kho chiu & mat, khé gidc- két
chiu & mét, kho glac- mac, mat cam glac O
két mac, mat cam g1ac mét, hinh thanh sic t6 &
& mat, hinh thanh sic t6 mang cung, u nang dudi
0 mang cing, u nang két mac, ro6i loan thi
dudi két mac, tang chay glac, sung né & mat, di
nudec mat, roi loan thi (ng mat, rung 16ng may,
giac, sung né & mat, di bénh & mi mat, phu mi /OL
Gng mat, rung léng mat
may, bénh & mi mat,
phtl mi mat

Tai va tai| U tai, hoa mit chéng Tai va tai | U tai, hoa mat chong mat

trong mat trong

Tim suy tim-hd hap, con | dau tim, suy tim, | | Tim suy tim-ho hap, con dau | dau tim, suy tim,
dau that ngtt, chdm | loan nhip  tim, that nglt, cham nhip tim, | loan nhip tim,
nhip tim, nhip tim | nghén nhi thét, nhip tim khong déu, loan | nghén nhi that,
khong déu, loan nhip | chAm nhip  tim, " nhip tim, danh tréng cham nhip tim,
tim, danh tréng nguc, | danh tréng nguc nguc, nhip tim nhanh, | danh tréng nguc
nhip tim nhanh, ting tang nhip tim
nhip tim

Mach ting 4p luc mau, ting | ha huyét ap Mach ting 4p luc mau, ting | ha huyét ap

huyét ap

huyét ap

Ho6 hap, 1ong

nguc va

kho thd, hen, phé quan
phan Ung qua muc,

suy hd hap, co that
phé quan, khé tho,

Ho6 hap, long
nguc va trung

khé thd, hen, phé quan
phan Gng qua mic, chay

suy ho hap, co that
phé quan, khé thd,




trung that chay mau cam, kich | ngat mii ] [ thét mau cam, kich tng & | ngat mii
ung ¢ hong, ngat miii, hong, ngat mii, tac
tac nghén dudng ho hip nghén dudng ho hap
trén, chay dich sau miii, trén, chay dich sau miii,
hat hoi, khd mili hit hoi, kh6 miii
Tiéu hoa Khé miéng, viém thuc | ti€u chay, budn nén Tiéu hoa Khé miéng, viém thuc | tiéu chay, budn
quan, ndn, tiéu chay, quan, non, ti€u chay, | non
budn ndn, chan an, dau budn ndn, chan an, dau
bung trén, kho chiu & bung trén, khé chiu o
bung, kho chu & da day, bung, kho chiu ¢ da day,
ting dingoai nhiéu lan, ting di ngoai nhiéu lan,
rdi loan tiéu hoa, giam rdi loan tiéu hoa, giam
cam gidc & mi€ng, cam cam giac & miéng, cam
giac khac thuong & giac khac thuong & ))}
mié¢ng, chudng bung miéng, chudng bung o
Gan- mat x¢ét nghiém chirc nang Gan- mat x¢t nghiém chirc nang

gan bat thuong

gan bat thuong

Da va cac to
chirc dudi da

may day, ban & chan
tay, phat ban, ngira ca
nguol, rung toc, cang
da, viém da, ban do

rung toc, phat ban

Da va cac to
chirc dudi da

may day, ban ¢ chan tay,
phat ban, ngira ca nguoi,
rung toc, cang da, viém
da, ban do

rung toc, phat ban

Hé co xuong
va to chuc
lién ket

dau lung, co cung co,
dau co, dau khép, dau &
cac chi

HE¢ co xuong
va tO chuc

lién két

dau lung, co cung co,
dau co, dau khop, dau &
cac chi

Than va tiet
niéu

dau than, dai dat

Than va tiéet
niéu

dau than, dai dat

Hé sinh san

mat chic nang cuong

Hé sinh san

mat chlirc nang cuong

va vl duong va vu duong
Toan than va | dau, suy nhuoc, khé | suy nhuge, dau || Toan than va | dau, suy nhuoc, kho suy nhuoc, dau
tai vi tri dua | chiu & nguc, mét, cam | nguc tai vi tri dua | chiu & nguc, mét, cam | nguc

thuoc

gidc bat thuong, cam
gidc bon chon, kich
thich dau nguc, phu

thude

giac bat thudong, cam
gidc bon chdn, kich
thich dau nguc, phu




ngoai vi, yéu mét, lang
dong thuoc

ngoai vi, yéu meét, la?'mg
dong thudc

Ton thuong, | di vat & mat

ngd doc va

bién chung
tha thuat

Ton di vat & mat
ngd doc va
bien  ching

thu thuat

thuong,

“Théng bdo cho bdc sy nhiing tic dung khong mong muon
gap phai khi sw dung”

Thong bao cho bdc si hodc dwoc si cua ban nhitng tac dung
khéng mong muén gdap phai khi sw dung th uéc.

Qua liéu
Chua c6 truong hop qua liéu nao dugc bao cao.

Mat can bang dién giai, tién trién t6i nhiém toan mau, va cac
tac dung trén than kinh trung uong c6 thé xay ra. Can theo ddi
dién giai (dac biét la kali mau) va pH mau.

Néu xay ra nho mét qua litu AZARGA®, céan diéu tri hd tro va
diéu tri triéu chirng.

CAc nghién ctru di cho thay timolol khong bi thai trir qua tham
tach mau..

QUA LIEU

Trong truong hop khong may nudt phai, cac triéu chimg qua liéu
ciia chen beta c6 thé bao gdm nhip tim cham, ha huyét ap, suy
tim va co that phé quan.

Do brinzolamid, mat cin b:fmg dién giai, tién trién tGi nhiém toan
mau va cac tac dung trén hé than kinh cé thé xay ra. Can theo
doi dién giai huyét thanh (dic biét 1a kali mau) va pH mau.

Néu xay ra nho mat qua lidu hon dich AZARGA, can diéu trj ho
tro va diéu tri triéu chiing. =
Cac nghién ctu da cho thay timolol khong bi thai trir qua tham
tach mau.

Co Sf’lp xép lai thir tu gitra
cac doan. Va cap nhat ndi
dung theo cac thong tin
an toan moi.

Thudc nay chi diung theo don ciia thay thudc. Poc kj hwéng
dén sir dung truéc khi dung. Néu can thém théng tin xin hoi
y kién bac s§.

THUOC NAY CHI DUNG THEO SU KE PON CUA THAY
THUOC

PE XA TAM TAY VA TAM NHIN CUA TRE EM

POC KY HUONG DAN SU DUNG TRUOC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SI.

Bdo quén: bao quan & nhiét do dudi 30°C. Pé xa tam tay tré
em.

BAO QUAN

Bao quan thude & nhiét d6 khong qua 30°C.
Khong dung thude sau ngay hét han ghi trén nhén.
Khong dung thude sau khi da mé nap lo 28 ngay.

Han dung: 2 nam ké tir ngdy san xuat. Khéng sir dung thudc
sau khi mé& 4 tuan.

HAN DUNG
24 thang ké tir ngdy san xuat.
Han dung sau khi mé nap: 28 ngay sau khi mé nap lo lan dau.
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AZARGA®

Hén dich nhé mit brinzolamide10mg/ml + Timolol 5 mg/ml

Thanh phan: 1ml hdn dich chuia 10mg brinzolamide va Smg timolol (dudi dang timolol

maleate)

Td duwoc : benzalkonium clorid, mannitol, carbomer 974P, tyloxapol, dinatri edetat, natri

clorid, axit clohydric va/hodc natri hydroxid (dé diéu chinh pH), nude tinh khiét.

Chi dinh diéu tri

Giam ap luc ndi nhin & nguoil truong thanh bi glocom géc mé hodc ting nhin &p ma don tri

liéu khong ha nhén 4p c¢é hiéu qua.

Liéu lwong va cich dung

Str dung & nguoi 16n (ké ca nguoi cao tudi)

Nhé mot giot hon dich nhé méit AZARGA® vao tui két mac cua mat b1 bénh, hai 1an mdi ngay.

Sau khi nhé mét bénh nhén nén nhe nhang khép mi mit lai va 4n chin dng mii - 1&. Cach nay

s& lam giam hap thu toan than cta thude tir mét va lam giam tac dung khong mong muén toan

than.

Trong truong hop dung dong thoi véi céc thude nhd mét khac, hai thudc cin dugc nho céach

nhau it nhat 13 5 phut.

Neu quén nho thudc mot 1an nao d6, bénh nhdn nén tlep tuc dung liéu tlep theo ding chi dan

vé liéu dimg. Khéng dugce nho qua mét giot mdi 14n, 2 1an mdi ngdy vao mit can didu tri.

Khi stir dung hdn dich nhé mit AZARGA® dé thay thé cho mot thuoc diéu tri glocdm khac,

can ngung st dung thude dugce thay thé, va bat ddu ding AZARGA® vao ngay tiép sau. C&/}/
do

Su dung & tré em
Hoén dich nhé mat AZARGA® khong duoc khuyen cdo sir dung cho tré em dudi 18 tudi
thiéu thong tin vé d0 an toan va hiéu qua cta thude.
Str dung & bénh nhan suy gan, suy thin
Chua c6 nghién ciru nao cia hon dich thudc nho mit AZARGA® hoic cua dung dich thuoc
nhd mit timolol 5mg/ml dwge thuc hién trén bénh nhan suy gan hodc suy than. Khong cén
hiéu chinh liéu 0 bénh nhén suy gan hodc bénh nhan suy than nhe va vira.
Hoén dich nhé mét AZARGA® chua dugce nghién clru trén bénh nhan suy than ning (d6 thanh
thai creatinin nhdé hon 30ml/phat) hodc bénh nhén nhiém toan tang chlorid mau. Vi
brinzolamide va cac chét chuyén hoa chinh cta né thai trir cha yéu qua thén, hon dich nho mit
AZARGA® chéng chi dinh dung cho bénh nhén suy than ning (xem phan « chdng chi dinh »)
Cach dung : Nk mit
Lic k¥ lo thube trude khi nhé mét.
bé tranh tap nhiém vao dau nhé thude va hdn dich thude, khong dugc dé ddu nhé thude cua lo
thudc tiép xtc v6i mi mét, viing xung quanh mat hodc bt ¢t vit ndo. Péng chit lo thude sau
khi dung.
Chong chi dinh

- Qua man cam Vi cac thanh phan hoat chét hoic ta duge cia che pham.
- Hen phé quan hoic c6 tién sir hen phé quan, hodc ¢ bénh tic nghén duong thé man tinh
nang.
- Cham nh1p xoang, nghén nhi that do hai hoic dd ba va suy tim nang hodc sdc do tim.
- Viém mili di ing ning va phé quan dp tng qua mirc, qua man cam v6i cac thude chen beta
khéc.
- Nhiém toan ting chlorid mau
- Suy than ni3ng
- Qua man cam v6i sulphonamid
Canh bao dic biét va than trong khi diing
Idc dung toan thdn
Ciing gidng nhu céc thube dung trong nhén khoa khdc, brinzolamide va timolol déu hap thu
toan than. Do trong thanh phan ché phim c6 mot thude téc dong trén thu thé beta 13 timolol,
cac tdc dung khong mong muon trén tim va phdi gip ¢ cdc thude chen beta adrener gic dung
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toan than khéc c6 thé xay ra khi dung thudc nay. Bénh suy tim phai dugc kiém soét day du
trude khi bat dau diéu tri véi timolol. Cén theo do1 cac ddu hiéu va triéu chimg suy tim &
nhitng bénh nhén c6 tién sir suy tim ndng, va can kiém tra nhip tim cta cdc bénh nhin nay.
Cac phan ung trén tim va dudng hé hép, gom c6 ca tir vong do co thit phé quan & bénh nhan
bi hen va hiém khi 1a tir vong c6 lién quan dén suy tim d& duoc bdo cdo khi st dung timolol
maleate. Cac thudc chen thu thé beta can duoc st dung hét strc than trong cho c4c bénh nhan
c6 thé bi tut duong huyét tu phat hodc bénh nhén déi thdo dudng phu thudc insulin vi cac
thudc chen thu thé beta c6 thé che lap cac dau hiéu va triéu chimg cua ha duong huyét cap
tinh. Chiing ciing c6 thé che 14p cac diu hi€u va tri€u ching cua cudng giap trang, lam trAm
trong thém dau thit nguc Prizmetal, céc rdi loan tuin hoan trung wong va ngoai vi va ha huyét
ap.

Hon dich nhé mat AZARGA?® chira brinzolamide 134 mot dAn chét sulfonamide. Céc tac dung
khong mong muon dugc cho 1a x&y ra do dung céc sulfonamide dudng toan than cling co thé
xay ra khi nho mit cac thudc nay. Réi loan can bang acid- base da duoc bdo cdo khi udng cac
thude e ché carbonic anhydrase. Néu xuét hién qui min hodc diu hiéu cua cic phan Ung
nghiém trong, can ngimg ding thude ngay.

Cac tdc dung toan than d3 duoc biét cua thude tc che carbonic anhydrase ¢6 thé duoc ting
cuong ¢ bénh nhan ding dong thdi hdn dich nho mat AZARGA® va thubc trc ché carbonic
anhydrase. Sir dung dong thoi hdn dich nhé mit AZARGA® va thude trc ché carbonic

Phan vrng phan vé

Khi sir dung cac thubc chen thu thé beta, bénh nhan c¢6 tién st dang di tmg hoic c6 tiér
phan Umg phéan v€ v6i cac di nguyén khac nhau c6 thé khong dap tmg véi lidu adrenalin
thuong dung dé x1r tri cac phan Gng phan vé

Diéu tri dong thoi

Timolol c6 thé trong tic véi cac thudce khac.

Téac dung trén 4p luc ndi nhin hoic cac tac dung da dugc biét ctia cac thuoc chen thu thé beta
khi dung toan thén c6 thé duoc tang cuong khi st dung hon dich nhé mit AZARGA® cho
bénh nhan dang udng thubc chen thu thé beta. Khong khuyen c4o sir dung dong thdi hai thude
chen beta hodc hai thudc e ché carbonic anhydrase tai chd.

Tdc dung trén mdit

C6 it kinh nghiém vé st dung hon dich nhé mit AZARGA® diéu tri cho cdc bénh nhan
gldcom gia tréc vay hodic glocdm sic t6. Can than trong khi sir dung thudc cho cédc bénh nhén
nay va theo do1 ap luc ndi nhén chat ché.

Hon dich nho mit AZARGA® chua duogc nghién ciru trén bénh nhén glocdm géc dong va
khong duoc khuyen c4o str dung cho dbi turong bénh nhén nay.

Cac thudc tc ché carbonic anhydrase dung duong uong c6 thé 1am giam kha ning thuc hién
nhiing hoat dong can ¢0 sy tinh tao dau 6c va‘hoic ph01 hop cac dong tac & benh nhan cao
tudi. Hon dich nhé mit AZARGA® duogc hap thu vao tuan hoan chung vi vay nhiing tac dung
nay van cé thé xay ra khi dung thubc nho mit.

Vai tro cua brinzolamide trén chirc nang biéu md gidc mac chua dugc nghién curu trén cac
bénh nhén c6 gidc mac suy yéu (dic biét 12 nhitng bénh nhan c6 sb luong té bao biéu md
thap). Pic biét, nhitng bénh nhén sir dung kinh 4p trong chua duge nghién ctru va can theo doi
cac bénh nhén nay cin thén khi st dung brinzolamide, vi cdc thudc e ché carbonic anhydrase
c6 thé anh huong dén kha ning hydrat hod cta gidc mac va deo kinh 3 4p trong co thé gay ra céc
nguy co khong tot doi voi gide mac. Khuyén céo thén trong theo doi cac bénh nhan ¢ gidc
mac suy yéu vi du nhu bénh nhan dai thdo dudng hoac bi teo gidc mac.

Benzakonium clorid, mot chat bio quan hay duoc st dung trong céc ché pham thubc nhé mit
co thé gdy ra benh giac mac dam nho va’hoic bénh giac mac loét nhiém ddc. Vi hon dich nho
mat AZARGA® c6 chira benzakonium clorid, can theo d&i cén than trong truong hop dung
thube thudng xuyén hoac kéo dai.

Hoén dich nho mét AZARGA® c¢6 chira chat bao quan benzalkonium clorid. ¢6 thé gay kich
ing mat va lam bién mau kinh 4p trong mém. Vi vy, bénh nhan cn thao kinh ap trong trudc

anhydrase chua dugc nghién ctru va vi thé khong duoc khuyén céo. %4/&
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khi nhd AZARGA® va ch it nhét 15 phit sau khi nho AZARGA® méi duge deo kinh 4p
trong lai.

Tré em

Hon dich thuoc nho mit AZARGA® khong dugc khuyén dung cho tré dudi 18 tudi do con
thiéu dit liéu vé hiéu qua va dd an toan.

Twong tac véi cac thuoc khac va cac dang twong tac khac

Chua c6 nghién ctru vé tuong tac nao dugc thu’c hién v6i hon dich nho mit AZARGA®.

Hon dich nhé mit AZARGA® co chura brinzolamide, mdt chat trc ché carbonic anhydrase va,
mic du dung tai chd, thube van hap thu vao tuan hoan chung. Réi loan cén bang acid- base da
duoc béo céo véi céc thube tic ché carbonic anhydrase. Nguy co xay ra tuong tac can dugc
can nhic & cac bénh nhan dung hon dich thudc nho mit AZARGA®.

Isozyme cytochrome P450 chiu trach nhiém chuyén hoa brinzolamide gém c¢6 CYP3A4 (quan
trong nhat), CYP2A6, CYP2B6, CYP2C8 va CYP2CY9. Céac chit trc ché CYP3A4 nhu
ketoconazole, itraconazole, clotrimazole, ritornavir va troleandomycin dugc cho 13 s& trc ché
su chuyen hoa brinzolamide bing CYP3A4. Cén than trong khi str dung dong thoi voi céc
thube e che CYP3A4. Tuy nhién, su tich Iuy brinzolamide it c6 nguy co xay ra vi thube thai
trir cht yéu qua than. Brinzolamide khong uc ché cac 1sozyme P450.

Khi sir dung dong thoi thubc nhé mit chira timolol véi cac chét e ché kénh calci,
guanethidine hodc cac thudc chen thu thé beta, thube chéng loan nhip, glycoside trg tim hoic
cac thube cudng phéd giao cam theo dudng udng, s& co nguy co tdng qua muc tac dung ha
huyét ap va/hodc chim nhip tim.

Phan g ting huyét 4p khi ngimg clonidine dot ngot c6 thé trdm trong hon khi dang sir dung
cac thudc chen beta.

Téc dung trc ché beta toan than nghi®m trong (vi du nhu giam nhip tim) d duoc béo cdo
s dung dong thoi cac thude e ché CYP2D6 (nhu quinidine, cimetidine) va timolol.

Céc thudc chen beta c6 thé lam tang tac dung ha duong huyét cia cac thudc chdéng dai thao
dudng. Thude chen beta ¢ thé che 14p ddu hiéu va triéu chimg ha dudng huyét.

Phu nir ¢6 thai va cho con bu

Phu nit c6 thai

Khoéng c¢6 day du dir lidu vé st dung brinzolamide & phu nit ¢é thai. 'Nghién ctru trén dong vat
cho thiy c6 dbc tinh trén sinh san. Nguy co trén nguoi chua duge biét.

Céc nghién ctru dich té co klem soat khi dung thubc chen beta dudng toan than cho thiy khong
¢6 tac dung gy quai thai tuy nhién mot sb tac dung dugc ly nhu chdm nhip tim thai nhi hogc
tré so sinh ¢6 dugc bao cdo. Dit ligu trén mot so luong gi6i han phu nit ¢6 thai str dung timolol
nho mit cho thdy thudc khong giy tac dung c6 hai d6i véi phu nir ¢6 thai hodic véi sttc khoé
cua thai nhi/tré so sinh, tuy nhién loan nhip tim thai nhi da duoc bao cdo vo1 mot trudng hop
phu nit ¢6 thai sitr dung thudc nhd mét timolol. Cho t&i hién tai chua c6 sé liéu dich té thich
hop nao.

Hon dich nhé mat AZARGA® khong nén dung cho phu nit ¢ thai trir khi thuc su can thiét.
Phu nit cho con bu

Khong rd brinzolamide ¢6 thai trir qua sita ngudi hay khong. Nghién clru trén dong vét cho
thay brinzolamide dugc bai tiét vao stta. Timolol c6 xuat hién trong sita nguoi. Tuy nhién, &
liéu diéu tri ctia hdn dich thudc nhé mit AZARGA®, khong c6 anh hudén % gi d6i v6i tré bu me
c6 st dung thude nay. C6 thé sir dung hdn dich thudc nhé mit AZARGA® cho ba me dang cho
con bu.

Anh hwong toi kha nang lai xe va diéu khién may moc.

Glong nhu v6i bat cir thube nhd mét nao khac, nhin mo tam thoi hoc cac rdi loan thi gidc co
thé 1dm anh huodng t6i kha ning lai xe va diéu khién may méc. Néu nhin m& xay ra khi nho
thudc, bénh nhan phai chd cho t6i khi nhin 3 lai nhu binh thudng mdi duoc 1ai xe hodc diéu
khién may moc.

Cac thude trc ché carbonic anhydrase ¢ thé lam giam kha nang thuc hién nhitng hoat dong
can ¢6 sy tinh tdo va phdi hop nhiéu dong tac & ngudi cao tudi .

Tac dung khong mong muon

Tom tdt vé tinh an toan cia thudc




Irong hai nghién ctru lam sang kéo dai 6 thang va 12 thang, theo d6i 394 bénh nhén diéu tri
bang hdn dich thudc nhé mét AZARGA®, tac dung c6 hai hay giip nhét 14 nhin mo thoang qua
x4y ra sau khi nhé thudc (3.6%), kéo dai tir vai gidy tdi vai phut.

Bdng tém tdt cdc tdc dung khong mong muon

Céc tac dung khong mong muodn dudi day duge xép loai nhu sau: rat hay gdp (=1/10), hay géap

>1/100 t6i <1/10), it gip (>1/1000 t&i <1/100), hiém gip (>1/10000 to1 <1/1000) hodc rat
hiém gip (<1/10000). Trong tung nhom, céc tdc dung khdng mong mudn duge sip xép theo
thir tw mirc @6 nghiém trong giam dan.

Phéan loai hé thong | Thuat ngit theo MedDRA

CO quan

Tam than It gip: mat ngu

Hé than kinh Hay gép: loan vi gidc

Mt Hay gdp: nhin mo, dau & mat, kich g & mit, cam gidc c6 vt la trong
mét
it gap: mong giac mac, viém glac mac dam nho, kho mit, c6 gl mit,
ngira mit, xung huyet mit, viém mi mét, viém két mac di ung, ro1 loan
giac mac, cam giac nong & hiu phong, xung huyét ket mac, ria mi mat
kho cung, cam giac bat thuong & mit, ngira mi mét, di tmg, ban d6 &
mi mit

Mach It gap: giam huyét 4p

H6 hap, 16ng nguc
va trung that

[t gdp: bénh tic nghén phoi mén tinh, dau & hau hong, chay miii, ho L//

Da va cac t0 chuic
dudi da

It gdp: bénh & téc, liken phing

M0 ta mot s6 phan u’ng bat loi

Loan vi gidc (cam gidc bt thuong hodc ding & miéng sau khi nhé thuoc) 1a mot tac dung bt
101 toan than thudng duge mo ta khi st dung hon dich thuéc nho mét AZARGA® trong cac thir
nghiém 14m sang. Nguyén nhén 13 do thubc nhé mat chay vao mii hau thong qua 6ng mii I€
va do brinzolamide gy ra. Nhe nhang kheép mi mit lai va 4n chin & 6ng miii - 18 sau khi nho
mit s& lam giam tac dung khong mong muon nay.

Hdn dich thudc nhé mit AZARGA® ¢ chira brinzolamide la mot dan chét sulfonamid trc ché
carbonic anhydrase va hap thu vao tuan hoan chung. Cc tac dung trén ti€u hoa, hé than kinh,
méu, thin va chuyén hoa thudng xay ra khi ding chét trc ché carbonic anhydrase duong toan
than. C4c tac dung bat loi xay ra khi dung chét e ché carbonic anhydrase toan than cling co
thé xay ra khi dung tai cho

Hon dich thuéc nho mit AZARGA® chta brinzolamide va timolol (du61 dang timolol
maleate). Cac tac dung bat loi khac gip khi su dung céc thanh phan hoat chét riéng 1 nay c6
thé s& xay ra khi dung hon dich thuéc nho mat AZARGA®. Chiing bao gom

Brinzolamide 10mg/ml Timolol S5mg/ml
Phan loai hé théng Thuat ngir theo MedDRA
CO quan
Nhi€ém trung va | viém mii hong, viém hau hong, viém mii, viém
x4m nhi€ém xoang
Méiu va hé thong | giam sb lwong hong cau, tdng chlorid trong mau
bach huyét
Hé mién dich qua man
Chuyén ho4 va dinh ha duong huyét
dudng
Tam than lanh dam, tram cam, cam giac tram uat, suy | trim cam
giam tinh duc, ac mong, cang thiang
Hé thong than kinh | budn ngu. mat chuc nang van dong, chimg quén, thiéu mau ndo, tai
giam tri nhé, hoa mat, yeu co, run, dau dau. cam | bién mach  ndo, |




giac khac thudng, giam cam giac, run

ngat, dau dau, hoa
mat

=

at

viém ket mac, bénh két mac, ton thuong biéu md
giac mac, viém tuyen Meibomius, tdng nhan ap,
ling dong tai mat, kich Umg gidc mac, phu giac
mac, viém ket mac, nhin doi, nhin nhoe, s¢ anh
sang, lod mat, giam thi lyc, kho chiu & mit, kho
giac- két mac, mit cam gidc & mét, hinh thanh
sic to & mang cu’ng, u nang dudi két mac, tang
chay nuoc mat 101 loan thi giac, sung né 0 mat
di ung mit, rung 10ng may, bénh & mi mat, phu
mi mat

viém két mac, nhin
dé1, viém giac mac,
réi loan thi giac, sa
mi mit

Tai va tai trong

U tai, hoa mat chong mat

Tim suy tim-hd hédp, con dau thit ngft, chim nhip | dau tim, suy tim,
tim, nhip tim Khong déu, loan nhip tim, danh | loan nhip tim,
trbng ngue, nhip tim nhanh, tdng nhip tim nghén nhi thét,

chdm nhip tim,
danh trong nguc

Mach tdng ap luc mau, tang huyét ap ha huyét ap

Ho6 hap, 16ng nguc
va trung that

khé thd, hen, phé quan phan tmg qua muc, chay
méu cam, kich tmg & hong, ngat mili, tic nghén
dudmg ho hép trén, chay dich sau mii, hit hoi,
kho miii

suy ho hip, co thit
phé quan, kho thd,
ngat mili

/
=

Tiéu hoa

Khé miéng, viém thuc quan, ndn, tiéu chay,
budn nén, chan in, dau bung trén, khé chiu &
bung, khé chiu & da day, ting di ngoai nhiéu lan,
r01 loan ti€u hoa, gtam cam giac & miéng, cam
giac khac thuong & miéng, chu'ong bung

ti€éu chay, budén nén

/%ﬁ'/

Gan- mat

x€t nghiém chirc ning gan bat thuong

Da va cac t0 chuc
dudi da

may day, ban & chédn tay, phat ban, ngira ca
nguoi, rung toc, cang da, viém da, ban do

rung toc, phat ban

Hé co xuong va t6
churc lién két

dau lung, co cung co, dau co, dau khép, dau &
cac chi

Théan va tiét niéu

dau than, dai dat

HE€ sinh san va vu

méat chirc ning cuong duong

Toan than va tai vi
tri dua thuoc

dau, suy nhuoc, kho chiu ¢ nguc, met, cam giac
bat thuong, cam glac bon chdn, kich thich dau
nguc, phu ngoa1 vi, yéu meét, lang dong thube

suy nhuge, dau

nguc

Ton thuong, ngd
déc va bi€n ching
tha thuat

di vat & mit

“Thong bdo cho bdc sy nhitng tic dung khong mong muén gdp phdi khi si dung”

Qui liéu

Chua c6 truong hop qua liéu nao duoc bao céo.
Néu xay ra nho mat qua liu AZARGA® can diéu tri hd tro va diéu tri tridu chimg. Mét can
bang dién giai, tién trién t6i nhiém toan méu, va céc tic dung trén than kinh trung wong ¢ thé
xay ra. Can theo doi dién giai (dac bi€t la kali mau) va pH mau. Cac nghién ciru da cho thdy
timolol khong bi thai trir qua thdm tach mau..

Dac tinh dwgc ly

Dac tinh dwgc lwe hoce
Nhom duoc tri 1iéu: Ché pham di€u tri glocdm va co dong tur.

Ma ATC: SO1EDSI1
Co ché tac dung
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Hon dich thudc nhé miat AZARGA® ¢6 hai thanh phan hoat chét: brinzolamide va timolol
maleate. Hai thanh phan nay lam giam ap luc ndi nhén bi ting chu yéu bang cach giam bai tiét
thuy dich, tuy nhién bang nhitng co ché khic nhau. Tac dung két hop cua hai thanh phan nay
s& 1am ha nhan 4p t6t hon khi chi dung mét trong hai thanh phan don doc.

Brinzolamide 1a mét chét trc ché manh carbonic anhydrase II 0 nguot (CA-II), isozym nay c6
cht yéu & mit. Sy e ché carbonic anhydrase & tua mi & mat s& lam giam tiét thuy dich, lam
chdm su tao thanh ion bicarbonate nho d6 1am gidm van chuyén natri va thuy dich.

Timolol 12 mét chét chen thy thé beta khong chon loc va khdng ¢6 hoat tinh pho giao cam noi
tai, rc ché tim truc tiép hay tac dung lam bén vimg mang. Cac nghién ciru do p lyc trong mat
va huynh quang hinh anh & ngudi cho thay cé thé tac dung cha yéu cia thudc lién quan dén
giam hinh thanh thuy dich va lam tang nhe luu luvong chay ra.

Cdc tdc dung lam sang:
Trong mot nghién ctru 14m sang c6 d6i chimg kéo dai 12 thang ¢ bénh nhan glocom géc mé
hodc tang nhén ap, ma theo cac nha nghlen ctru 13 can diéu tri phdi hop, c6 “ap luc nd1 nhan
ban dau tir 25 dén 27mmHg, ap lyc ndi nhan trung binh ‘giam duoc khi nhé mit hdn dich thube
nhé mit AZARGA® hai lan mot ngay tir 7 dén 9mmHg. Tac dung giam ap luc ndi nhin cua
hon dich thudc nhé mét AZARGA® khong thua kém gi so véi dorzolamide 20mg/ml + timolol
5mg/ml di dugc chimg minh trong tit ca cac 14n tai kham cia bénh nhan.
Trong mo{t nghién ctru l1am sang c6 dbi ching kéo dai 6 thang trén bénh nhan glocém goc md
hodc tdng nhén ap cb ap luc ndi nhén ban dau tir 25 dén 27mmHg, ap lyc nd1 nhén trung binh
gidm duoc khi nhé mat hdn dich thudc nhé mit AZARGA® hai 1dn mét ngdy tir 7 dén 9mmHg
va nhiéu hon téi 3mmHg so véi brinzolamide 10mg/ml nho 2 ]an mdt ngdy va nhiéu hon t6i
2mmHg so vai timolol Smg/ml nho mét hai 14n mét ngay. Sy giam ap luc noi nhén c6 y nghia
thong ké so véi dung brinzolamide hodc timolol don doc duoc khiang dinh qua tit ca cac lan
tai kham cta bénh nhan.
Trong ba nghién ctru 1am sang c6 d6i chimg, cam giac khoé chiu ¢ mit gip sau khi nhd hdn
dich thudc nhé mit AZARGA® thip hon dang ké so véi dorzolamide 20mg/ml + timolol
Smg/ml.
Dac tinh dwgec dong hoc
Hép thu
Sau khi nhé mit, brinzolamide va timolol thAm qua giac mac, vao vong tuan hoan chung.
Irong mot nghién ciru duge dong hoc, ngudi khoé manh dung brinzolamide ubng (1mg) hai
lan mot ngay trong 2 tudn dé lam giam thoi gian dat t6i trang thai can bang trudc khi bat dau
st dung hon dich thudc nho mat AZARGA®. Sau 13 tuin ding hon dich thudc nhoé méit
AZARGA® hai 1an mét ngdy, nong dd brinzolamide trong hong cau trung binh do duoc 1a
18.8 £3.29uM, 18.1 £ 2.68 uM va 18.4 £ 3.01uM tai thoi dlem twong Gng 13 4, 10 va 15 tuan,
chimg t6 trang thai can bang cua brinzolamide trong hong cau dugc duy tri.
O trang thai can bang sau khi nhé mat hén dich thudc nhd mét AZARGA® Cmax va AUCy.1op
trong huyet twong cua timolol thap hon 27% va 28% (Cpax 0.824 +0.453ng/ml; AUC.1o4 4.71
+ 4.29ng.h/ml) so sanh véi khi ding timolol Smg/ml (Cmax k.13 0. 494ng/ml AUCy.1on 6.58 +
3.18ng.h/ml). Muc dd giam phoi nhiém toan than véi timolol khi st dung hon dich thude nho
mat AZARGA® khong c6 y nghia trén 14m sang. Sau khi ding hdn dich thuéc nhé mat

AZARGA®, Cpay trung binh ciia timolol dat dugc sau 0.79 + 0.45 gid

Phdn b

Ti 1& lién két protein huyet tuong cua brinzolamide & mirc trung binh, khoang 60%.
Brinzolamide tdp trung chu yeu trong té bao hong cau do thude ¢6 4i luc cao, lién két véi CA-
II va & muc 46 it hon la voi CA-L. Chat chuyén hoa c6 hoat tinh N- desethyl ciling tich uy
trong hong cau, gan chu yéu voi CA-L. Ai luc cta brinzolamide va chét chuyén hoé véi CA
hong cau va cac mo khién thudc c6 nong d6 thap trong huyét tuong.

Céc s6 liéu vé phan bd trong mod mét & trén thé cho thay timolol co thé do duoc trong thuy
dich t61 48 gio sau khi dung hén dich thuéc nho mit AZARGA®. O trang thai cén bang
timolol dugc phat hign thdy trong huyét twong nguoi téi 12 ¢id sau khi nho hdn dich thude
nho mit AZARGA".

. . ~ ,L,f
Tac dung dwoe luc /%




Chuyén hod

Con du'ong chuyén ho4 cua brinzolamide lién quan dén N-dealkylation, O- -dealkylation va OXy
hoa cua vi tri N-propyl Chét chuyén ho4 chinh cta brinzolamide & nguoi 1a N-desethyl, chat
nay ciing lién két véi CA-I khi ¢6 mit brinzolamide va cling tich luy trong te bao hong cau.
Céac nghién citu invifro cho thdy chuyén ho4 cta brinzolamide lién quan cht yéu dén CYP3A4
va it nhat1a 4 i 1sozym nita (CYP2A6, CYP2B6, CYP2C8 va CYP2C9).

Timolol duoc chuyén hoé theo 2 duong. Mot dudng tao ra chudi ethanolamine trén _vong
thiadiazole va duong con lai tao ra chudi ethanolic trén morpholine nitrogen va mot chudi thir
hai twong ty v6i nhém carbonyl gan vao nitrogen. Timolol chuyén hoa chu yéu nhes CYP2DS6.
Thai trie

Brinzolamide dugc thai trir chu yéu qua than (khoang 60%). Khoang 20% liéu thai trir qua
nuoe tiéu 13 chét chuyén hoa. Brinzolamide va N-desethyl brinzolamide 1a thanh phan chu
yéu tim thiy trong nuéc tieu cing voi diu vét (<1%) cta chat chuyén hoa N-
desmethoxypropyl va O- desmethyl.

Timolol va céc chét chuyen hoa dugc thai trir chu yeu qua than. Khoang 20% liéu timolol
duoc thai trir qua nude tiéu dudi dang khong ddi, phan con lai dudi dang chat chuyén hoa.
Thoi gian béan thai huyét twong cia timolol sau khi dung hon dich thudc nhé mit AZARGA®

khoang 4,8 gi0.

Han ding: 2 nim ké tir ngdy san xuit. Khong st dung thudc sau khi mé 4 tuln.
Bdo quan: bao quan & nhiét dd dudi 30°C. Dé xa tAim tay tré em. /\
Trinh bay: Hop chtra 1 lo thudc 5 ml.

Thuoc nay chi dung theo don cia thay thudc. Doc k§ hwéng dan sir duno trwdc khi dung.
Néu can thém thong tin xin héi y kién bac sy.

San xuat tai Bi, béi
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