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BOYTE CONG HOA XA HOL CHU NGHIA VIET NAM

CUC QUAN LY DUQC Dje lap - Tw do - Hanh phic
§6: A3930/QLD-BK Ha Néi, ngay 3O thdng ALndm 2022
V/v thay d6i n6i dung cvia hudmg dén
sir dyng

Kinh giri: Novartis Pharma Services AG

Dia chi. Lichtstrasse 35, 4056 Basel, Switzerland.

Vin phong dai dién: Tang 16, toa nha Geleximco Building, 36
Hodng Cau, qudn Déng Pa, Ha N,

Tiép theo Cong viin 6 17604/QLD-DK ngay 27/11/2020 cia Cuc Quéan 1y
Duge, xét don @3 nghi va cde tai liéu bo sung ¢6 lién quan cla Cong ty (s6 tiep
nhan 156/BSTDNN ngay 08/03/202 ) v& viée thay dbi n6i dung ciia hudng dan
st dung dbivéi thube d3 duge cap giay ding ky Ty hanh;

C#n ot Thong tur sb 08/2022/’1"’1‘ -BYT ngay 05/09/2022 cta BO Y té quy
dinh viéc ding ky luu hanh thudc, nguyen lidu lam thubc; Thong tu sG
01/2018/TT-BYT ngdy 18/01/2018 cia BO Y t& quy dinh ghi nhén thude, nguyén
lidu 1am thudc va t& hudng din sir dung thudc;

C#in ctt Bién ban thém dinh hd so thay ddi/ bd sung cta Coéng ty, Cyc Quan
Iy Duge ¢6 ¥ kién nhu sau;

Pdng y vé viée thay @i n6i dung cta huéng dan sir dgng dbi véi thube
Simbrinza, 56 ding ky: VN3-207-19.

T& hudng dan st dung méi cia thuoc dugc déng dau x4c nhén cia Cuc
Quén Iy Duge va dinh kém theo cong vin nay

Ngoai ndi dung dugc thay dbi teén, tit ca cac ndi dung khac gux nguyén
nhu hd so ding ky thude luu tai Cuc Quéan 1y Duge.

Co s& ding kY, co s& san-xuét phai chiu trdch nhi¢m. vé chét lu:crng d6i véi
thudc luu hanh trén thi trudng va ¢d trdch nhi¢m thong bao sy thay ddi nay dén
- ¢he co quan lign quan va khach hang.

Sau 12 thang k& tir ‘ngay ky cdng vin nay, thude trén khéng dugc nhép khiu
voi cée ndi dung cii da & nghi thay doi.

Cyc Quan ly Duqc thong bao dé Cong ty biét va thuc hién ding cac quy
dinh cta Viét Nam vé huu hanh thubc. /.

Noi nhn: KT CUC TRUONG
- Nhur trén; _ o 2,

- Cue trudng (d& bic);
- L VT, BKT (NT).

T o,

""én Thanh Lam
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| BOY TE

CUC QUAN LY DUgC
DA PHE DUYET
TBIBS ngly L0 thing. 42 n¥m 20009
(theo cbng vin. /3. 242/Q0D-BK) | .

Pé xa i tay tré em. ' /M/ .

Poc k§f haong din sit dyng trwde kbi ding. : L
Théng béo ngay cho bicsy hoje dugesy nhitag phin éng c6 hai gip phai Khi sir dung thude.
THANH PHAN

Thanh phin hoat chit:

M3i mi chita Brinzolamid 10 mg va Brimonidin tartat 2 mg (twong dwong véi Brimonidin 1,3
mg).

MBi fo 5,0 m! chira Brinzolamid 50 mg v Brimonidin tartrat 10 mg (twong duong véi Brimonidin
6,5 mg). '

Thank phén ¢4 dwge:
Chét béo gudn: Benzalkonium clorid (0,03 mg/ml)

Propylen glycol, carbomer 974P, acid boric, mannitol, natri clorid, tyloxapol, acid hydrocloric
vi/hojio nattl hydroxyd (32 didu chinh pH) va nuda tinh khiét,

DANG BAO CHE
Hén dich nthé mét.

HAn dich v khudn, ddng nhét, mav tring d¢én tring ngd, pH 6,1 - 6,8, 49 thim thdu 235 dén 310
mOsm/kg.

CHi pINH

Gidm 4p lyc ndi nhéin (IOP) & bérh nhén ngudi Idn bj glécdm goe mé-hoje ting nhiin 4p ma
khéng kidm sodt diy di dugc nhén 4p bing don trj ligu (xem myc DAC TINH DUGC LYC
HOO). .

LIEU DUNG VA CACH DUNG

Lidu ding

Sir dung cho ngwdi 16n (bao gdm ca ngudi cao tudi).

Lidu durge khuyén céo 13 mt giot thude nhé mét SIMBRINZA vio mét bj bénh hai l&n/ngdy.
Quén lidu

Néu b 16 mdt lidu, nén tiép tuc ding 1idu tidp theo nhu ké hogch,

Suy gan va‘hodc suy thén

PI_Simbrinza_EMA SmPC Nev2019_V1.0 in7
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SIMBRINZA. chua dige nghién et trén binh uhén suy gan, do d6 thén wong khi ding thude
cho d&i frgng bénh nhén ndy (xera myc CANH BAO VA THAN TRONG).

SIMBRINZA cha duge nghién cfm trén bénh nhan suy thia nng (CrCl < 30 mi/phit) hode trén
bénh nhan nhifm toan chuyén héa ting clo méu. Do thénh phén brinzolamid trong SIMBRINZA
va chilt chuyén héa ciia nb duge thai trir chit yéu qua thin, chéng chi dinh ding SIMBRINZA
cho céc bénh nhén ndy (xem myc CHONG CHI PINL).

T em

Tinh an todn va hiéu qué cia SIMBRINZA. & te& em va tré vi thinh nién tir 2 dén 17 twdi chua

duge thiét 1ap: Hién chua o6 cée dit Jigu.

Chéng chi dinh dimg SIMBRINZA & tré so'sinh v tré em dudi 2 udi trong vige 1am giém ép e

1191 nhéin khi méc gldcdm gbo md hofic ting nhéln &p mé khong ddp tmg véi thube ha nhian 4p don
ei liéu b&i v1 lo nggi v& an todn (xem mye CHONG CHI BINH).

Céch diing -

Chi six dyng d& nhé mét

Bénh nhén cin durge hudng din He k§ 1o thube trude khi ding.

An vao fng 18 miti va nhém mét trong 2 phit gitip (am gidm hép thu toan than. Dong tée ndy ¢d

thé gitp gidm t4c dung khong mong mudn todn thin v ting tic dyng tai chd (xem myc CANH

BAO VA THAN TRONG).

P trénh tap nhifm vao ddu nhd thudc va dung dich thubc, cén thén trong khong ¢& dhu nho ciia
lo thubc cham vao mi mat, viing xung guanh hodic cde b mit khéc. Bénh nhin nén duge hudng
dén 4éng chit 1o khi khong sit dyng.

C4 thé sir dung ddng thdi SIMBRINZA véi céic thube nhd mit tai chd khac dé lam gidm 4p lyc

ndi nhin. Néy dimg hon mt logi thuo nho mét, cde loai thubc nay phai ding céch nhau it nhét
13 5 phat.

Huwdng din sir dyng, xi Iy va hity bo

Khong cb yéu ciu dic bigt.

CHONG CHIPINH

o Quéman véi hoat chét holc bt oir thanh phin t4 duge ndo trong myc Thinh phén t4 duge.
o Qué miin véi o sulphonamid (xem myc CANH BAO VA THAN TRONG). |

o Bénh nhén dang didu tri bing céc thube o ché monoamin oxidase (MAQ) (xem muc
~ TUONG TAC, TUONG KY cUA THUQC).

PI_Simbrinza EMA SmiPC Nov2019_VL.0 : 2447
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5 NOVARTIS

o Bénh nhin dang ding chc thudc chéng thm cim c6 Adh hudng dén dfin truyén noradrenergic
(st céo thulc chéng trim cam ba vong va mianserin) (xem muyc TUONG TAC, TUONG
KY CUA THUOC). A :

¢ Bénh nhan suy thin ning (xem myc CANH BAC VA THAN T-RQ_NG), = B
o Bénh nhan nhifm toan chuyén héa ting clo mé. _

o  Tréso sinh va tré nhé dudi 2 tudi (xem myc CANH BAO VA THAN TRONG),
CANH BAO VA THAN TRQNG

Thuéc--néjr khong duge sir dung qua- dudng tiém, Bénh nhan cin duge hudng dén khong nudt
SIMBRINZA. '

Tée dung trén mit
SIMBRINZA chira duge nghin ciru trén bénh nhén gldcdm géo hep va khong khuyén céo sir
dung thudc cho cic bénh nhén nay. :

Anh hudng ¢6 thé c6 cla brinzolamid trén n§i mé gide mec chua duge nghién ctru & 'bénh nhén
¢6 gitic mac bi tn thuong (dic biét & bénh nhan ©6 s6 16 bio ni md thép). Difc biét, bénh nhan
deo kinh &p trdng chua duge nghién ctr, khuyén céo theo ddi cén than céc bénh nhan ndy khi
diing brinzolamid vi chét e ché carbonic anhydrase ¢6 thé anh hudng dén qué trinh hydrat hda
gifc mac va deo kinh 4p trdng c6 thé 1am tang nguy co bénh gide mac (xem huéng din thém vé
deo kinh ép trdng & myc “Benzalkonium clorid” bén dui). Khuyén céo theo doi cdn thin bénh
nhén cé gidc mac bj tdn thuong nhu bénh nhin d4i thio dudng hodic Toan dudng gide mac.

Brimonidin tartrat cf thé gly phén fmg dj tmg & mét. Néu xuét hign phén ting di tmg, nén ngimg
didu tri. '

Phan {mg qui man-chgm &:mét d& dugc ghi nhin véi brimonidin tartrat véi mbt s béo cho lién
quan dén ting 4p huc néi nhan.

T4o dyng tiém ting sau khi nging didu tri véi SIMBRINZA chua duge nghién cim. Trong khi
thi gian tac dung gidm &p lye ndi nhin cha SIMBRINZA chira duge nghién ciro, tdc dung gidm
4p lyc ndi nhdn cua brinzolamid dy kién kéo dai 5-7 ngdy. Téo dyng gidm ép lwc ndi nhin cta
brimonidin 6 thé kéo dai hon. -

Téc dung todn thin

SIMBRINZA ¢6 chira brinzolamid, mgt cht irc ché sulphonamid cla carbonic anhydrase va méc
dd duge diing tai ch® nhung thudc duge hép thu toan thin. Cde loai phan tmg bt l¢i twong tr ¢
fién quan dén sulphonantid ¢ thé xy ra véi dudng dimg tai chd. Néu xult hign cée dAu higu phin
{tng nghiém trong hodic qué mén, nén ngimg sir dyng thudc ndy.

Réi loan tim

PI Simbrinza EMA SmPC Nov2019_V1.0 3n7
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I, NOVARTIS

Sau khi dimg SIMBRINZA, sy gidm huyét 4p nhe duge quan sét & mdt vai bénh nhén. Nén thin
trong khi diing SIMBRINZA ddng thdi véi cée thube khéc nhu thube ha huyét 4p vasholc chc
glycosid tim hofic trén bénh nhén o6 céc bénh tim mach nfing hofc khong &n dinh va khéng kidm
soét duge (xem myc TUONG TAC, TUONG KY CUA THUOC).

Nén thén trong khi sir dyng SIMBRINZA cho bénh nhan bj trAm cém, thifu méu nfo hogc mach
véuh, h$i chimg Raynaud, ha huyét &p thé diing hofic viém thuyén thc mach méu.

R&i loan chn bing acid-base ‘ ,
R&i logn cén biing acid-base 44 duwgc ghi nhén véi céc thuc frc ché carbonic anhydrase dudong
ubng, SIMBRINZA c6 chira brinzolamid, mot chét de ché carbonic anhydrase, miic du dung tai
ch# nhung dugc hép thu todn thén. Cde phan (mg bét loi cla ede thubc e ché carbonic dudng
ubng (ahwr rbi logn cdn bing acid-base) 6 thé xufit hién khi ding tei ch8 (xem myc TUONG
TAC, TUONG KY CUA THUOC).

SIMBRINZA nén dugc sit dung thén trong cho bénh nhén cé nguy co suy thén do nguy co nhidm
toan chuyén hoa c6 thé xdy ra. Chéng chi dinh ding SIMBRINZA cho bénh nhéf suy thén ning
(xem muc CHONG CHI DINH).

Suy pan

SIMBRINZA chua duge ighién oifu trén bgnh nhén suy gan; nén thin trong khi didu tri cho cée
bénh nhén iy (xem myc LIEU DUNG VA CACH DUNG).

Su tinh tho _ -

Cée thudc trc ché carbonic anhydrase duéng ubng c6 thé anh hudng dén kha ning thire hign céc
cdng vide ddi hoi sy tinh tho hofic doi hi sy phéi Hop gifra cde bd phin cla co thé & bénh nhin
cao tudi. Thude nhé mét SIMBRINZA dugc hép thu todn thn va do 46 énh hudng ndy o thé
xukt hign khi dng tai chd (xem myc ANH HUONG LEN KHA NANG LAIXE VA VAN HANH
MAY MOC).

Tré em

P4 an todn va higu qué chia SIMBRIZA. trén tré em v tré vi thénh nién tir 2 dén 17 tudi chua
duge thiét 8p. Cée trigu chimg qué lidu brimonidin (bao gbm mét ¥ thirc, ha huyét 4p, giam
trirong lyc, chim ahip tim, ha than phigt, tim ta vakhé th) 4% duge ghi nhén &iré so sinh va tré
ah ding thube nh it brimonidin, mot phin trong dibu trj bgnh ting nhén &p bam sinh. Do d6
chéng chi dinh diing SIMBRINZA cho tré em durdi 2 tubi (xem myc CHONG CHI BINH).
Bidu trj-cho tré em tlr 2 tudi trdr 1&n (d3c biét trong khodng tlr 2-7 tudi vi/hofe cin nfing <20 kg)
khéng dugc khuyén céo vl lién quan ‘dén the dung ngoal § trén thin kinh trung wong (CNS) (xem
iy QUA LIEU VA CACH XU TRY). . :

Benzalkonium clorid
PI_Simbrinza_EMA SmPC Nov2019_V1.0 ANT
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Iy NOVARTIS

SIMBRINZA c6 chira benzalkonium clorid ¢6 thé gy kich tng mét v 44 duge biét 6 thé lam
ddi mau kinh 4p trdng mém, Trénh dé thube tiép xbe voi kinh dp trong m&m. Bénh nhén odn duge
huéng dfn théo bd kinh 4p trdng trrde khi diing SIMBRINZA va dyi it nihft 15 phit trude khi
deo lai, ' B ‘
Benzalkonium clorid d3 dugc ght nhn gy kich tmg vi cc trign chimg kho mét vi cd thé anh
hudng dén mang nurée mét va bd mat gidc mae. Nén st dyng thin trong trén bgnh nhén khd mit
va trén bénh nhén c6 thé bi tén thuong gific mac. Bénh nhan nén duge theo i khi didu trf kéo
dai.

TUONG TAC, TUGNG KY CUA THUQC

Khéng cb nghién citu twong tic thube dc higu duge thye hign véi SIMBRINZA. =
Chéng chi dinh diing SIMBRINZA cho bénh nhn dang dimg céo thubc ixo ché monoamin oxidase {
~va bénh nhén dang diing cdc thube chéng trdm cam c6 dnh hudng dén dfin truyén noradrenergic uo

(b che thude chéng trim cim ba vdng vi mianserin), (xem myc CHONG CHI PINH). Thube
chéng tehm cim ba vong ¢6 thé 1am gidm dép ng ha nhin dp cia SIMBRINZA.

Nén than trong do kha niing the dung cdng hyp hofic the dung ting cudng ire ché thén kinh trung
. uong (nhu ruey, c4c barbiturat, din chit thubc phign, thudc an thin hojie thubc gay mé).

© Khéng ¢6 cdc dit lidu v& ndng d céc catecholamin trong tudn hodn sau khi ding SIMBRINZA..

' Tuy thién, bénh nhén ding c4c thubc anh huong dén chuyén héa va hép thu céc amin trong thn
hodn (nhy chlorpromazin, methylphenidat, reserpin, cfe thube Gc ché t4i thu hdi serotonin-
noradrenalin) cn than trong. -

Nhém chét chii vén o-adrenergic (nhu brimonidin tartrat) c6 thé 1am gidm nhip tim va huyét ap,
Huyét 4p gidm nhe d4 duge ghi nhén & mét 58 bénh nhén sau khi ding SIMBRINZA. Thén trong
khi-sir dung cdc thude nhu thube didu tri ting huyét &p hofc cée glycosid tim dong thdi vai
SIMBRINZA.

Cin thén trong khi bt d3u (hofic thay dbi 1idu) thube diing ddng thd 66 tac dyng toan thén (khéng
phin bigt dang bdo ché) ¢o thé trong tac véi chét chil vén a-adrenergic hodc anh hudng dhn tac
dung ciia céo thube ndy nhu hiép ddng hofic d8i khang véi thy the adrenergic (nhu isoprenalin,

prazosin}. it
f

Brinzolamid 13 mdt chét te ché carbonic anhydrase mijc dit ding tai ¢hd nhung duge hdp thu toan '
than. R&i loan céin bing acid-base 48 dugc ghi nhan véi cdc thude (e ché carbonic anhydrase ¢
dudmg ubng. Cin cin nhic dén kha ning twong tac & bénh nhan ding SIMBRINZA. -

C6 kha niing cd tac dung higp ddng trén tic dung toan thin da duoe biét e chit trc ché carbonic
anhydrase & bénh nhin ding mét thubc trc ché carbonic anhydrase duong ubng va brinzolamid

e
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Iy NOVARTIS

ddng tai ch&. Khéng khuyén cfo sir dyng ddng thoi SIMBRINZA véi cée thude e ché carbonic
anhydrase dudng ubng.

Chic isozym cytochrom P-450 tharn gia vAo qu trinh chuyén héa brinzolamid bao gom CYP3A4

(enzym chink), CYP2A6, CYP2B6, CYP2C8 va CYP2(9. Dy kién che thubc Go ché CYP3A4

 nhw ketoconazol, itraconazol, clotrimazol, ritonavir vé troleandomycin s& e ché qué trinh chuyén
héa citd brinzolamid thang qua CYP3A4. Chn thn trong khi ding dbng thdi véi céo thude trc ché

CYP3A4. Tuy nhiién, khong co sy tich iy brinzolamid do thai trix qua thin 14 con dudng thal tri

chink. Brinzolamid khong e ché cdc isozym cytochrom P-450.

Tinh twong ky

Khbng ép dung.

PHU N{T CO THAI, CHO CON BU VA KHA NANG SINH SAN

Phu nir ¢6 thai ' .

Khong ¢ hodic ¢6 et it céc dif lidu v& sir dung SIMBRINZA. cho phy nit ¢6 thai. Brinzolamid

khong gay di tat thai trén chuft cé_ng vA tho sau khi ding dudng toan thén (mubi an qua dng théng).

CAc nghién cfru trén ddng vit v6i brimoridin dudng udng khdng cho thély anh hudng co hai true

tiép dén dgc tinh sinh sin. Trong che nghién chu trén déng vat, brimonidin qua duge hang rio

nhau thai va di vao tulin hodn ciia thai nhi véi mitc 9 han ché (xem mye DY LIEU AN TOAN

PHI LAM SANG). '

Khong khuyén cdo sit dyng SIMBRINZA trong thdi ki c6 thai va cho phy nff 66 khi niing mang
thai khéng sit dung bign phap tranh thai.

Phy nir cho con bit '

Chua 6 liéu SIMBRINZA diing tai chd ¢6 bai ti&t vao sira ngudi hay khdng. Céc dit ligu duge
lwe hoo/ddc tinh trong cAc nghién cfru trén dong vét cho théy sau khi ding dudng udng, nong do
161 thiéu clia btinzolamid da-duoc tim thiy trong sita me. Brimonidin ding dutng ubng dirge bai
tiét vio sita me. , '
Khéng nén sit dung SIMBRINZA cho phy it dahg cho con bi.

Kha néng sinh san

D ligu nghién cin phi 1am sing khdng cho théy bét ky Anh huéng ndo ciia brinzolamid dén kha
niing sinh sin. Khong c6 4t ligu dnh gid anh hudng clia SIMBRINZA diing tai chd d¢én kha ning
sinhsén & ngirdi. ' '

' ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

SIMBRINZA dnh huéng viva phai dén khé ndng 14 xe v& vén hanh méy mée.

PL Simbrinza_EMA SmPC Nov2019_V1.0 617
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SIMBRINZA o6 thé giy chéng mit, mét moi vi/hofio budn ngd, do d6 c6 thé anh hugng dén kha
ading 141 xe va vn hanh méy mée. Nhin mé tam thdi hofic cde rbi logn thi lue khéc cb thé anh
hudng dén kha niing 141 xe hofic vén hinh méy mée. Néu nhin md xufit hién sau khi nho thube,
bénh nhén cin phai doi dén khi nhin 1§ trude khi 16} xe hofic vin hanh may mae.

Céc thube frc ché carbonic anhydrase dudng ubng c6 thé 1dm giam khé niing thye hién cac cong
vide ddi hoi sy tinh téo hojc cAn sy phéi hop gita cc bd phan trong co thé & ngudi cao tudi (xem
mue CANH BAO VA THAN TRONG).

PHAN UNG BAT LgI

Tém tét ce dir Hau an todn

Trong che nghién ol l4m sing lién quan dén SIMBRINZA véi lidu 2 lAn/ngdy, céc phén iing bt
lgi phd bién nhét ta sung huyét mét va chc phén ting dj tmg mét xay ra & khozng 6-7% bénh nhén,

va r6i logn v gidc (vi dng hoic vi bit thudmg trong miéng sau khi nhd thudc) xdy ra & khoing %
3% bénh nhén, _

. ki

- Béng tém tht cdc phén ¢me bét lok; '\

Céo phan tmg bt loi dudi d4y duge ghi nhén ti ce thiy nghiém 1am sing véi SIMBRINZA vdi 3

‘ lidu 2 lénfngéy vA trong céc nghién ctu lAm sdng va ghim sét héu méai vdi cdc don thanh phin B

- brinzolarid va brimonidin, Céc phén (g bét li duge sip xép theo quy udc sau: phé bién @ 1

1/10), thudmg gip (> 1/100 dén <1/10), it gip (>1/1.000 dén <1/100), hiém gip (=1/10.000 dén
<1/1.000), rét hidm gip (<1/10.000) hodc chua biét (khéng wde tinh duge tir cée di igu hign cd).
Trong m3i nhém tin suft, c4c phéan ig bt 17 duge trinh bay theo thir ty mite d§ nghiém trong

giam din. _ _
Phén loai hé eo' quan [ Céc phén g bt lgi o
Nhifm - tring va nhié"ni ky | # gép: viom mal hong?, viém.hongz, viém xoang?
sinh tring Chura r: vitm mii*
R&i loan mau va hé bach | 7 ggp: gidm hong cdu?, clo mau ting®
huyét
Réi loan ke mién dich It ggp: qud man’ :
R4i loan tAm thin T gdp: thy 0%, trim cam?’, tAm trang chén nan?,mét ﬁgﬁ‘ , giam :
ham mudn tinh dyc?, 4c mng?, ciing thing® ;
Rébi loan hé thin kinh Thwong gép: budn nglt’, chéng mic, réi loan vi giae! ‘2
It gap: dau d&u', rbi logn chitc ning vén ﬁéﬁf, midt tri nhé?, f
suy gidm tri nhe?, df cam® i
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Rét hiém gip: ngat’

Chura #6: run?, gifim xic gisc?, mét vi gidc®

Rbi logn thi gifc

Thiedng gip: dj tmg mét', viém gide mac', dau mit!, khé chin
& mét', nhin md?, thi lye bt thudng’, sung huyét mat!, két
mac t&i nhot?

Jt gp: mon gide mac; phi gide mac', viém bi mi ', ling cin
& gisc mae (cc chét 18ng & gide mac)!, 151 loan két mac (c6
nhi)., sg nh sing’, hoa mét!, sung mAe, phi mf mét', phi
két mac!, kho mét!, tiét gi mét!, giam thj lye!, ting chay nube
mét!, mong mét?, ban dd & mf mét', viem tuyén meibomian?,
nhin 612, 16a mi; gidm cam gide & mét%, shc t& cing mac?,
u nang gidc mac?, cAm gidc bt thudng trong mt', moi mét!

Rét hidm gép: viém ming b8 dao?, co dbng tir*
Chuea ri: t6i loan thi gide?, rung 16ng mi?

RO fogn tai va mé dgo

Tt gaip: chéng mit', i tai®

Roi loan tim

b7 g@: suy ho hip?, dau thitngyuc?, logn nhip tim?, danh trong
ngyc®, nhip tim bit thuong?, chim nhip tim™, nhip tim
nhanh?

Rdi logn mach

It géip: huyét ap thap’
Rdt hiém gdp: ting huyét 4p°

RAi Toan hd hip, 1ong ngye
vA trung thit

T gap: kné thé?, phé quan qua mén’, dau hong hau?, kha
hong!, hio?, chéy méu cam?, tic nghén dutmg ho hép trén?,
‘nghet miii', chay nide miii?, kich tmg hong? kho mii!, chay
dich miii sau’, hiit hot? T

Chura ¥8: hen phé quan®

Réi logn tién hoa

Thirong gip: khd miéng'

It gdp: ko tiéh, viém thue quan?, khé chju vimg bung, tiéu
chay?, nén?, budn non!, ting nhu dong rudt?, ddy hoi?, t&
miéng?, dj cdm miéng’ -

R&i loan gan mit

Chira 15: xét nghiem chirc néng gan bét thuong?
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Réi loan G vamb duoida | 7 gop: viem da 66p xuc!, ndi mé day?, ban do?, phét ban ¢5
muyn nhé & da?, ngdra todn thin?, rung t6¢?, cling da’

Clza r5; phit mae®, viém.da®, phét ban™®

R&i loan co xwong va md litn | f# gip: dan lumg?, co thét co?, dau co?
ket Churg ris- dau khép?, dau dau chi®
R&i loan thin va tiét nifu It giip: dau than®

Chura 5 da nigu?

Réi logn hé sinh sén va long It gdip: ¥6i loan chite ning cuong duong?
ngwe

RO logn chung va tal vi t¢1 | r gdp: dau?, bat thudng & nguc?, cam gide bAt thudng?, cam
dwa thude | gific bdn chdn?, bt ritt?, tdn lwu thude’.

Chura 78: dau nguc?, phiy ngoai bién™

" phan tmg bit loi duge ghi nhin véi SIMBRINZA
2 4o phin vtg bit Igi b sung duo ghi nhian ki ding don thinh phén brinzolamid
? ¢dc phin (ng bét loi bd sung duge ghi nhin khi ding don thanh phin brimonidin

M@ ta cdc phan (ng bét lgi chon loc

Loan v gidc 13 phén {mg bt loi todn thén thudng gip nhit lién quan dén sir dyng SIMBRINZA
(3,4%). Phin tmg ndy xdy ra do thubc di qua dwdng mili hong va chd yéu do thanh phin
brinzolamid cha SIMBRINZA. :

An vio éug 16 mii hodic nhém mt sau khi nhd thube c6 thé lam gidm thc dyng bét 1o1 ndy (xem
mye LIEU DUNG VA CACH DUNG).

SIMBRINZA chita brinzolamid 12 mdt din chét sulphonamid c6 tic ‘dyng frc ché carbonic
anhydrase dugc hip thu toan thin. Téc dyng trén tiéu héa, hé than kinh, huyét hoe, thin va chuyén
hoa lién quan chi yéu dén cac chét frc ché carbonic anhydrase todn than, Céc tée dung khong
mong mubn cling loai duge cho 14 do céc chét e ché carbonic antydrase gay ta ¢6 thé xuft hién
khi didu trj tai chd.

Cie phan tmg bét Igi thuong gdp lién.quan dén thanh phén brimonidin cia SIMBRINZA bao gbm
céc phan (ng dj tng & mit, mét moi varhodce budn ngd vi khd mi¢ng. S dyng brimonidin lam
giam nhe huyét 4p, Mot s6 bénh nhén khi ding SIMBRINZA bj gidm huyét 4p tuong ty khi ding
brimonidin don thanh phén,

QUA LIEU VA CACH XU TRI
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Néu qué lidu SIMBRINZA x8y ra, didu tri qué liu bao gbm diéu trj h trg va didu tri tridu chémg.
Budng th clia bénh nhén nén duge duy trl.

Do thanh ph?m brinzolamid cia SIMBRINZA, réi loan dién giai, tinh trang nhi€m toan va sir anh
hwémg dén hé thin kinh ¢6 thé xay ra, Cin theo ddi ndng 4§ cdc chét dién giai trong huyét thanh
(8¢ bist kali) va pH méu, _

Théng tin v& bién of khi nut phai thanh phin brimonidin trong thude nho mét SIMBRINZA &
ngudi 16m con it han ché. Phin tg bt loi duy nbét dirge ghi phan cho dén hién nay 13 ha huyés
&p. D cb béo céo sau ha huyét 4p 14 ting huyét 4p doi nguge lai.

Qué lidu dudmg ubng cha chc thude chit viin alpha-2 dd duge bio cdo ghy ra céc triéu chimg nhu
ha huyét 4p, suy nhuge, ndn, lo me, bubn ngd, thip tim chim, logn nhip tim, co ddng tir, ngung
thé, gidm truong Iyc, ha than nhigt, suy ho hdp va co gidt.

Tré em -

Céo phin fmg bét lgi nghiém trong dudi day sau khi bénh nhén nhi v6 ¥ mubt phai thanh phin
brimonidin trong SIMBRINZA d dirge béo cdo. Céc tridu chimg bao gdm trc ché thin kinh trung
vong, hén mé tam théi hofic gidm ¥ thic, hon mé, buén ngd, gidm trirong lye, nhip im chim, ha
thér nhiét, xank xao, suy ho hép va ngimg thé, cén nhdp vién d& chiim sdc dic biét va dit ndi khi -
quan néu c6 chi dinh, Cée bénh nhin duge bdo cdo 48 hdi phyc hodn todn, thudng trong vang 6-
24 gid,

DAC TINH DUQC LUC HQC _

Nhém duege 1y Thubc nhan khoa. Thude chéng glocbm vi co ddng tir,
Mid ATC: S01EC54

Co ché tic ding

SIMBRINZA ch(ra hai thanh phan hoat chét: brinzolamid v& brimonidin tartrat. Hai thanh phin
néy 1am ha nhan 4p (TOP) & bénh nhan gldcom géc md va tang nhéin 4p (OHT) bing céch trc ché
hinh thanh thé dich tir qué trinh hinh thanh thé dich & thé mi trong mét. Miic 4 ca brinzolarid
va brimonidin 1am ha nhan dp bing ¢4ch {rc ché hinh thinh thé dich, co ché tac dung clia ching
13 khidc nhau.

Brinzolamid frc ché_enzym carbonic anhydrase (CA-II) trong bidu m6 thé mi lm gidm sy hinh
‘thanh céc ion bicarbonat véi vide gidm natri va vin chuyén thé dich qua bidu ;0 thé m, dfn dén
1Am giam sy hinh thanh thé dich. Brimonidin, chét chil vén alpha-2 adrenergic, Gc ché enzy
adenyly! cyclase va G ché sy hinh thinh phy thude ¢cAMP cia thiy dich. Hon nita, dim
brimonidin c6 thé d&n dén ting hu luong chay thoét qua mec the. N

-
Téc dyag dwee Ipe hoe y

Higu qud va tinh an todn trén Idm simg
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Pon tri 118y

Trong mét nghién ciru 1m sing trong 6 thang, ¢4 &1 chig bao gdm 560 bénh nhén méc glécdm
g6 mis (bac gbm ca ting nhiin &p gia trée vay hodo hi ching phén tin séc t8) vivhogic cée bénh
nhan targ nhin dp khong duge kidm sodt t8t, theo danh gid clia nghidn ol vién, bing don tri ligu
hotic ¢4 diing nhidu thube ha nhan &p va nhitng bénh nhén ¢6 nhin 4p trung binh ban ngdy trudc
didu trf 12 26 mmHg, thc dung ha nhan p trung binh ban ngay clia SIVIBRINZA ding 2 1n/ngay
14 khoang 8 mmHg.

Hidu qua virgt trdi ¢6 ¥ nghla théng ke vé t4c dyng ha nhin dp trung bink ban ngay duge ghi nhin
véi SIMBRINZA so véi brinzolaraid 10 mg/m! hofic brimonidin 2 mg/ml 1idu 2 An/ngay & céc
14n thim khém trong nghién otru (Hinh 1).

A

LLY

s KTE A%
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Hinh 1. Thc dung ha shis 4p trung binh ban nghy (tal thoi #iém 9 gitr séng, + 2 giv, + 7
git) 50 vi tride (mmHg) - tir edc yén 8 efiz nghitn cim
SIMERIZA w Brimolemide = Bdmoriding

Tubn thir g Tulln thiz § Théng th 3 Thing thir &

nef@l 191 RSt | 0ad80 10 -T2 5eTEA<1820161  uw100.4=TRA=14S

e b nhiin 4p trung bibh mmkg)

* Binh phuong 51 thidu tir m8 hinh théng k& tinh cho don vi nghién ciru, phén tang dya trén nhén dp nén do lic 9
gidr séng vA nhén dp tuong {mg & céc binh nhén nay.

Sy khae bigt vé didu trj (gita thudc nhd mit SIMBRINZA véi timg don thinh phin) ¢6 § nghla théng ké véip <
0,6001

Ha nhéin 4p trung binh so véi ban diu tai mbi thod didm & mBi 14n thim khém cao hon véi
SIMBRINZA (6 dén 9 mmHg) so véi don ] ligu bing brinzolamid (5 dén 7 mmHg) hojc
brimonidin (4 dn 7 mmHg). Phén tréim nhin &p gidm: trung binh so véi ban du ciia SIMBRINZA
dao dgng tir 23 dén 34%. Phédn trim bénh nhan cé ha nhin 4p dudi 18 mmHg & nhém ding
SIMBRINZA 1én hon & rihém dimg brinzolamid ¢ 9 trong 12 danh gid vio thing thir 6 v& 1én
hon nhém ding brimonidin trong tit ca 12 dénh gi4 vao théng thir 6, Tai thoi didm +2 gi¢r (thei
gian tuong {mg v&i hiéu qua dinh vio budi sang) ctia cac 14n dénh gia chinh vao théng thir 3, ty
& phén tréim bénh nhén ha nhén dp dudi 18 mmHg 1a 61,7% & nhém ding SIMBRINZA, 40,1%
o nhcm dimg brinzolamid va 40,0% & nhém diing brimonidin.

Trong mot nghién ciru lam séng trong 6 thing, ¢ 461 chimg, khong kém hon duge thyc hign trén
890 bénh nhén glocdm gée mé (bao gdm cd ting nhiin 4p gia tréc vy hodic kdi chimg phén tan
sho td) vi/holic c4c bénh nhén ting nhin fp khﬁng dugoe kidm so4t tét, theo danh gid cha nghién
cili vién, bﬁng dom trf lidn hoac a4 ding rhidu thuc ha nthén 4p va nhiing bénh nhén c6 nhin 4p
trung binh ban ngay truedc didu trj tir 26 dén 27 mmHg, mire do khong thua kém cia SIMBRINZA
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50 véi sir dung dbng thdi brinzolamid 10 mg/ml phdi hop véi brimonidin 2 mg/m! 43 duoe chimg

minh & t4t c& céc 130 thim khém trong nghién clfu véi téc dung ha nhin 4p trung binh ban ngy
so vé trudo didu fr twong tmg (Bang 1). :

Bang 1. So séuh si thay d8i nhin 4p trung binh ban ngay (mmﬁg} s0 véi tw&cﬁiéu tri -
nghién cira kikbng hon kém

L4n kham SIMBRINZA Brinzolamid + Brimonidin| - Khée biét

Trang bink® Trung binh* Trung binh®

(Khoang tin cly 95%)

Tuan thir 2 - -8,4 (n=394) -8,4 (n=384) 0,0 (-0,4; 0,3)
Tuln thir 6 -8,5 (n=384) -8,4 (0=377) | 20,1 (-0,4; 0,2)
Théng thir 3 | -8,5 (n=384) 3.3 (m=373) 70,1 (:0,5;0,2)
Thang thir 6 -8,1 {n=346) 8,2 (n=330) 0,1{-0,3;0,4)
* Bink phuong 141 thidy iir mb hinh théng ké tiuh cho v{ o nghién o, phin fing dyra trén nhan 4p ban dhu do lc 5- %
gitr sdng v& nhin ép twong tmg & cdc bénh rhén nay. ' ¢
Mitc d6 gidm nhan 4p trung binth so 61 truGo didu i tai mi thdi didm & m&i 1an thim khim cla
SIMBRINZA hoe cde thanh phin don 18 sir dyng két hiop 14 twong ty nhau (7 dén 10 mmHg). ;
Philn trim ha nhén 4p trung binh so véi trude didu trj cia SIMBRINZA dao dang t&r 25% dén ;
37%. Phan trim bénh nhén ¢é nhin ap dudi 18 mmHg & nhém ding SIMBRINZA tuong i véi A

nhém ding brinzolamid + brimonidin & céc lin d4nh gié véo cling tho diém théng thir 6. Tai thoi
dibrm +2 gids (thoi gian twong Gng v6i higu qua dinh dat duge vao budi séng) trong cée [an tham
kham chinh vio thang thir 3, tf 16 phn trim bénh nhan c6 nhin 4p dudi 18 mmHg 13 65,6% &
nhém ding thudc nhd mét SIMBRINZA va 63,7% & nhém dung brinzolamid + brimonidin.
Diéu tri hd trg )
Dit ligu 14m sing v& viée sir dyng SIMBRINZA trong &idu tr] hE trg voi cdc chit tuong tr
prostaglandin (PGA) ciing cho théy higu qua ha dp Jyc ndi nhan vugt trdi cda SIMBRINZA + f
PGA so v6i PGA don dfc. Ttong nghiéﬁ ciu CQVI499A2401, SIMBRINZA + PGA (vi du
travoprost, latanoprost, hoge bima_toprost)' da chimg minh hidu qua ha 8p lyc ndi nhin vigt trdi

so véi gid duge + PGA sau 6 tudn didu trf so voi thdi didm ban dhu, v&i sy khéc biét trong didu

tti v& thay ddi trung binh trong md hinh didu chinh trong viéc ha 4p lyc ndi nhan ban ngay 143,44

mmHg 50 v&i thi diém ban d8u (95% CI, 4,2, 2,7); gié trj p <0,001).

Dif lidu [4m sing vé viéc siF dung SIMBRINZA trong didu tri 13 tr v6i dung dich nhd miét phoi
hop fidu ¢8 dinh travoprost-timolo! maleate cling cho théy higu qua ha dp lyc ni nhan vwot trdi
ctia SIMBRINZA + travoprost-timolol maleat so véi travoprost-timolol maleat don ddc. Trong
nghién cirs CQVI499A2402, SIMBRINZA + travoprost-timolol maleat dd chirng minh hidu qui
ha &p lye ndi nhéin Vgt wdi so voi thude nho mét gia duge + travoprost-timolol maleat sau 6 tudn
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didu trj so v&i thoi dim ban 48, v6i sy khéc bidt trong didu tr] v& thay ¢6i trung binh trong mo
hinh diéu chinh trong viée ha 4p lize néi nhén ban ngdy 12 2,15 mmHg so véi théi didm ban dau
(95% CI, 2,8, 1,5; gid trj p < 0,001).

Hd so an todn ctia SIMBRINZA trong didu irf hd troy trong ty véi hd so quan sat dirge trong didu
trj dom tri liéu bing SIMBRINZA,

Khéng c6 su khéc biét vé tink hiéu qua vA an toan trang didu tri b try sau 6 tudn.

Tréem

ng ﬁong Dugc phdm Chéu A min vige bét bude phai ndp két qua nghién ciru ciia SIMBRINZA
trén tAt ¢4 cc nhém tré em trong didu tri glocdm va ting nhin &p (xem muc LIEU DUNG VA
CACH DUNG dé c6 thong tin vé-visc sir dung & tré.em).

BAC TINH DUQC PONG BQC

Hép thu

Brinzolamid duge hip thu qua gidc mac san khi nhé mét. Hoat chét ndy cﬁng duge hép thu vao
tuén hoan chung sau 4 thude lién két manh vdi carbonic anhydrase clia héng clu, Ndng d6 thube

trong huyét tu‘cmg rét thip. Thoi glan ban thai trong méu kéo dai {>1OO ngay) & ngudi do thudc
lign két véi carbonic anhydrase hing cau.

Brimonidin dugc hép thu nhanh vio mét sau khi dimg tai ch8.

Trén thé, ndng 40 t6i da trong mét dat dugc dudi 1 gi¢r trong hAu hét cdc trudmg hop. Néng dd
dinh trong huyét tuong ngudi la < | ng/mt va dat dugc trong vong < 1 gid. Néng d6 thudc trong
huyét trong gidm véi chu ky bén théi khoang 2-3 gid. Thuée khong tich liy khi ding dai ngay.
Trong mét nghién ciru 1dm sing diing dudng nhd mét, so sinh dugce dong hoc toan thén & trang
théi &n dinh ctia SIMBRINZA ding 2 hode 3 [An/ngdy véi brinzolamid va brimonidin diing don
dde vl cung mire lidu, duge dfng hoe trong méu cta brinzolamid va N-desethy]brmzolamid &
thubc két hgp trong fy brinzolamid ding don de. Twong ty, duge ddng hoo trong huyét trong
& trang théi dn dinh ciia brimonidin dang két-hop twong ti k&t qua ghi nhén duge khi ding
brimonidin don ddc ngoai trir & nhém dimg SIMBRINZA 2 ln/ngdy, & nhém ndy AUCo.12 gis
trung binh thip hon khong 25% so véi khi dimg biimonidin don dge 2 ¥n/ngay.

Phén b

Céc ng}uén cir teén thod cho thay néng o dinh cia brmzolamzd tai mét sau khi ding tai chd trong

cée mb teude nhir gidc mac, két mac, thiy dich, vA thé mi - méng mét. Thude dvoe luu giit kéo

dai trong cdc mb-& mit do lign két v6i carbonic anhydrase. Brinzolamid lién két viva phai (khoéng
60%) véi protein ‘huyét tuong ngudi.
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Brimonidin cho thiy & hyc véi cac mb she tb & mdt dgc bigt & thé mi — mbng miit do dic tinh ghn
ét v6i melanin d5 bist. Tuy nhién, dit lidu an todn 1am sing v phi [am sing cho théy thubc duge
dung nap t6t va an todn khi ding 18u dak.

Bif 46i sinh hoe

Brinzolamid duoc chuyén héa bai cdc isozym cytochrom P450 tai gan, ddc biét ia CYP3A4,
CYP2A6, CYP2BG, CYP2C8 va CYP2CS. Chét chuygn hoa chinh 13 N-desethylbrinzolamid, sau

45 14 céc chét chuydn héa N-desmethoxypropyl va O-desmethy! cling nihu d8n chét acid N-
propionic duge hinh thinh béi qué trinh oxy héa nhanh N-propyl cita O-desmethyl brinzolamid.

Brinzolamid va N-desethylbrinzolamid khong trc ché isozym cytochrome P450 & ndng d cao
hon ft nhdt 100 1in ndng d5 6 da trong tuln hoan,

Brimonidin dugc chuyén héa menh boi aldehyde oxidase gan, v6i sy hinh thanh cia 2-
oxobrimonidin, 3-oxobrimonidin vi 2,3-dioxobrimonidin 1a céc chét chuyén héa chinh. Oxi héa
téch vong imidazolin thanh 5-bromio-6-guanidinoquinoxalin ciing 44 duge ghi nhén.

Thai trir

Brinzolamid duge thdi ¥ chi yéu qua nude tidu dudi dang khong bién ddi. Trén ngudi,
brinzolamid va N-desethylbrinzolamid frong nuée tiu chiém twong tmg khodng 60% va 6% {u
dung. DIt liéu trén chutt cho thy thube thai trir mdt phiin qua mt (khoéng 30%), ch yéu dudi
dang céc chit chuyén hoa.

Brimonidin tartrat duge thi trir chu yéu trong nuée tiéu dudi dang cc chét chuyén héa. Trén
chubt va khi, céc chét chuyén héa qua nude tiéu chiém khoang 60% dén 70% 1idu ding dudmg
ubng hosic dudmg tinh mach.

Swr tuyén tinh/khOng tuyén tinh

Dugc ddng hoo ciia brinzolamid ¢4 lién quan khéng tuyén tinh do thubc cb thé gén bio hda véi
catbonic anhydrase trong méu tuln hodn chung v nhidu mé khée. Nng d thuic trong tufin hodn
& trang théi dn djnh khong ting ty 1¢ véi idu. Nguoc lat, brimonidin ¢6 duge ddng hoe tuyén tinh
trong khoang lidu diéu tri trén lam sang.

Twong quan dwge ddng hoc/dwge lye hoe
SIMBRINZA c6 xu huténg téc dyng tai mét.
Pénh gis ndng 46 thube trong mét ngudl & 1iu c6 hidu qua khong thye hién duge.

Tuong quan duge déng hoo/duge lye hoc cia thudc trén ngudi véi tac dyng ha nhin ép chua duge
thuo hién,

Péi twgng dic bist khéc
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Céc nghién o 48 x4c dinh anh hudng cia twdi, ching tde v suy gan hodic suy thin chwa duge
thirc hién véi SIMBRINZA. M6t nghién cru v& brinzolamid trén ngudi Nhat so v6i céc bénh
nhén khéng phai 1 ngudi Nhat cho thdy céc thong sb dwge dong hoc todn thén cila thubc trén 2
nhém ngudt ndy 1 trong v nhaw, Mot nghién ciu vé ‘brinzolamid trén cac bénh nhén suy thin
d3 chimg minh ndng db brinzolamid va N-desethylbrinzolamid todn thén ting 1,6 dén 2,8 l4n
gitta bénh nhan khﬁng suy thﬁn va bénh nhén suy thin & mie do trung binh. Nong d6 thude va
cac chét chuyen hoa trong hdng chu & trang théi én d’;nh 'tﬁng khong ac ché tac dung cfa carbonic
anhydrase hdng ciu t6i mic ndng d6 lign quan dén the dung khéng mong muén todn thén, Tuy
nhién, khéng khuyén céo st dyng thube dang phéi hop cho bérh nhén suy thin néng (46 thanh
théi creatinin< 30 ml/phit).

Nong 8¢ 161 da Cumax, dién_tich duti duémg cong AUC va thdi gian ban thai ciia brimonidin &
nguo*: cao tudi (>65 udi) trong ty éngudsi tré. Anh hwréng cda suy gidm chirc ndng gan va théin
dén dupc ddng hoe fodn thén cia brimonidin chua duge dénh gid, Nong d6 brimonidin todn thén
thép sev khi diing nhd mét tai ch, sy thay ddi n ndng 46 thude trong huyét tuong duge mong doi
khéng lién quan dén bidu hign tren l&m sing.

Trd em

Dugo dong hoe todn thén clia brinzolamid va brimonidin, ding don doc hoge két hqp trén bénh
nhén nhi chua duge nghién ¢l

DU LIEU AN TOAN PHI LAM SANG
Brinzolamid _
Céc dit lifu tién [4m sing cho thiy thude khéng gay nguy hidm dic biét trén ngudi dua trén cde

nghién cfiu théng thwdmg v dugce 1¥ an toan, déc tinh lidge l3p 131, dgc tinh trén gen va kha ning
gdy ung thu,

Anh huémg den kh4 niéing sinh sin tién m sing v& c4c nghién city ddc tfnh tién trién d3 duqc ghi
nhén chi trong trudmg hop ndng 49 thubc trong tudn hodn vigt qua ndng 49 thude to1 da trén
ngudi cho thﬁy it ¢6 lign quan dén sit dung trén 1m sing. Trén tho, thubc ding dwémg udng, doc
tinh trén co thé thd me, lidy brinzolamid 1én dén 6 mg/kg/ngdy (efp 261 1an liéu hang ngay dugc
khuyén céo trén Jam sing 13 23 pg/ke/ngdy) khong cho thAy dnh hudng dén sir phét trién cda thai
nhi. Trén chudt cdng & mitc lidu 18 mg!kg/ngay (gép 783 ldn liéu hang ngay duge khuyén cdo
trén 18m sang), nhu'ng & héu 6 mg[kg/ngéy, thuoc EAm glé.m nhe su xuong héa h@p 50 \Z:] xu‘ang
lre cita thai nhi; '

Céc két qua ndy cé 1ién quan dén sy nhifm toan shuyén héa vi gitm trong lugng co thé me va
gidm cén nging clia thai nhi. Lidu lién quan dén gidm cén ning clia thai nhi 48 dugc ghi nhan trén
céc chudt con khi chudt me dimg 1idu tir 2 dén 18 mg/kg/ngdy: Trong théi gian cho con by, lidu
khong gdy dnh hudng bét lgi trén-chudt con 14 5 mg/kg/ngdy.
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th NOVARTIS

Brimonidin

D liéu tién lam séng cho théy thuée khéng giy nguy hiém déc bigt cho ngudi dwa trén che nghién
ciu théng thudng vé an toim duge Iy, ddc tinh tidu lip lai, ddc tinh trén gen, kha néng gdy ung
thu, dc tinh trén sinh san va phé tridn.

HAN DUNG

24 théng k4 tir ngay san xuét.

Khéng duge ding sau khi md lo 1 thang.
PIEU KIEN BAO QUAN

Bao quan & nhiét 46 khong qué 30°C.

QUY CACH PONG GOI

Hop | lo dém gigt DROPTAINER® chira § mil.
TIEU CHUAN CHAT LUQNG: TCCS
CG SO SAN XUAT

SA ALCON-COUVREUR NV

Rijksweg 14, B-2870 Puurs, Bi.

PHIEN BAN
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'-I’;-hh-@({i;n;ay cj&ﬁixng theo don thube.
FRHE TR Fooh S )_,,; I,
5 éxa E%},m ’ffl.y-‘tl'xe em.

“Boe K budng din sit dung trude khi dang,

Théng bdo ngay che bacsy hode dwge s§ nhimg phin Gng c6 hai gip phai khist dyng thube.
THANH PHAN
Thanh phin hoat chét:

M&i ml chita Brinzolamid 10 mg va Brimonidin tartrat 2 mg (twong duong voi Brimenidin 1,3
meg).

M&i Lo 5,0 m! chita Brinzolamid 50 mgva Brimomidin tartrat 10 mg (twong dwong voi Brimonidin
6»5- mg):'

Thanh phén t4 dwoe: 12

-

!

Chét bao gian: Benzalkonium clorid (0,03 mg/ml)

Propylen glycol, carbomer 974P, acid boric, mannitol, natti clorid, tyloxapol, acid hydrocloric
va/hodc natri hydroxyd (d didu chinh pH) va nude tinh khiét,

DANG BAO CHE
H3n dich nhd mit,

Han dich vo khuan, dng nhit, mau tréng dén trAng nga, pH 6,1 - 6,8, 40 thAm thAu 235 dén 310
mOsm/kg.

CHi PINH

Giam 4p luc ndi nhin (10P) & bénh nhin ngudi 16n bi glécom goe m& hoje ting nhén dp ma
khong kiém sodt déy dn duoc nhén ap bang don frf lifu (xem muc pAC TINH DUGC LUC
HOCY.

LIEU DUNG VA CACH DUNG

Lidu ding

St dung cho ngudi 16m (bao gdm cd neudt cao udi).

[idu duoc khuyén céo 12 mbt giot thubic nho mit SIMBRINZA vio mit bj bénh hai 1An/ngay.

Suy pan va/hofc suy thin

SIMBRINZA chua duge nghién ct trén bénh nhan suy gan, do do thén trong khi ding thube

cho d6i tugng bénh nhén ndy (xem myc CcANH BAO VA THAN TRONG),
SIMBRINZA chua dugce nghién ciru frén bénh nhén suy thin nang (CrCl < 30 ml/phit) hoge trén

bénh nhan nhiém toan chuyén hoa ting clo méu. Do thanh phén brinzolamid trong SIMBRINZA
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va chit chuyén héa cia né duge thai trlr chi yéu qua thén, chéng chi dinh ding SIMBRINZA
cho ¢éc bénh nhén nay (xem muc CHONG CHi DINH).

Tré em
Tinh an toan va hifu qua cia SIMBRINZA & tre em v tré vi thanh nién 6 2 dén 17 tudi chua
dwot thiét 1ap. Hién chwa o6 cac 4t lidu,

Khéng khuyéri céo st dung SIMBRINZA cho tr# em hode tr& vi thanh nién (Xem myc CANH
BAO VA THAN TRONG).

Khong duge c'iinig SIMBRINZA cho tré so sinh va tré nhd duéi 2 tudi do quan ngat vé& d6 an toan
{xem muc CHONG CHI DINH).

C4ch ding

3

N
A

Chi st dung d¢é nho mit

Bénh.nhén cin duge huong din lic k¥ lo thube trude khi ding.
An vao-éng 1& mifi va nhdm mi trong 2 phit gitp lam gidm hép thu todn than. Pdng tée ndy o
thé gitip giam tac dung khong mong shubn todn than va ting tac dung tai chd (xem myc CANH
BAO VA THAN TRONG).

bé trénh tap nhifm vao d?xu nhd thude va dung dich t‘huép, ¢An than trong kh(“)ngdé dhu nho cia

lo thube cham vao mi mét, viing xung quanh hofc cac b& mit khdc. Bénh nhin nén dugc hudng

dan d6ng chit 1o Khi khong st dyng.

Co thé str dyng déng thdi SIMBRINZA vdi cde thube nho mét tat chd khac dé 1am gidm ap lyc

ndi nhin. Néu dimg hon mdt logi thude nho mbt, cac loai thudc nay phai diing cach nhau it inhét

125 phut.

Né&u bé 15 mot lidu, nén tiép tuc dﬁng'liéu_ tiép theo nhu k& hoach. Khong nén nhé qua 1 giot vAo

mét bi bénh 2 lAn/ngay.

Huéng din siv dyng, xit Ij va hity bo

Khéng co yéu cdu ddc bigt.

CHONG CHI DINH

¢ Quéa man véi hoat chét hiodc bit ctr thanh phén t& duge ndo trong myc Thanh phén ta duge
hoic véi céc sulphonamid (xem muc CANH BAO VA THAN TRONG).

e Bénh nhén dang didu tri bing céc thudc we ché monoamin oxidase (MAQ) (xem myc
TUGNG TAC, TUONG KY CUA THUOC),

»  Bénh nhén dang ding cac thube chibng trim cam ¢d inh huomg dén din truyén noradrenergic
(nhir céc thubc chbng trdm cdm ba vong va mianserin) {xem muc TUONG TAC, TUONG
KY CUA THUOC).

e Bénhnhan suy than ning (xem myc CANH BAO VA THAN TRONG),
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o  Bérh nhéin nhiém toan chuyén héa ting elo mau.
o Tyé so sinh va tré nlio dudi 2 tudt (xem muc CANH BAO YA THAN TRONG).
CANH BAQ VA THAN TRONG

Thube nay khong duge sit dyng qua dudng tidm, Bénh nhan cin duge hudng dAn khong nubt
SIMBRINZA.

Tao dung trén mat

SIMBRINZA chua duge nghién ctu tién bénh nhén glécdm goc hep va khong khuyén cdo sit
dung thude cho céc bénh nhén nay,

Vai trd c6.thé ¢6 ciia brinzolamid trén ndi md gide mac chua duge nghién ciru & bénh nhén cd
gidc mac bi tdn thuong (dic bigt & bénh nhan cé sb t& bao ndi md thip). Diic bigt, bénh nhén deo
kinh &p trdng chira duge nghién ci, khuyén céo thea doi chn than cée bénh nhén ndy khi ding
brinzolamid vi chit tre ché carbonic anhydrase €0 thé 4nh hudng dén qua tinh hydrat héa-giac
mac vi deo kinh ép trong co thé 1am tang nguy co bénh gide mac. Khuyén céo theo di cAn thin
bénh nhén c6 gide mac bi tbn thuong nhu bénh nhén dai thao dudng hodc loan dudng gide mac.
SIMBRINZA c6 thé duge st dung trong khi deo kinh.ép trong voi gidm st cAn thin (xem & dudi
muc “Benzalkonium clorid™).

s

i’
Brimonidin tartrat c6 thé géy phan img di.img & mit, Néu xuét hién phan Ung di tng, nén nglmg

didu tri,

Phian Umg qua man chdm & mét d5 duge ghi nhin v6i brimonidin tartrat vé&i mdt s6 bdo cdo lign
quan dén tang 4p lyc ndi nhén.

Téc dung tiém ting sau khi nging didu tri véi SIMBRINZA chua duge nghién ciru, Trong ki ; .
thoi gian tac dung gidm 4p lye ndi ohin cla STMBRINZA chuta duge nghién ciu, tde dung giégi%; g
g »

4p lyc ndi nhén cta brinzolamid du kidn kéo dai 5-7 ngy. Tac dung giar 4p lye ndi nhan clay

brimonidin cd thé léo dai hon. g
Y 4
Téac dung todn thén '

SIMBRINZA ¢6 chitra brinzolamid, mét chét tc ehé sulphonamid chia carbonic anhydrase va mgc
du dwoc ding tai chd nhung thube dwge hip thy todn thén. Céc loal phén Ying bét loi twong 1y ¢

lién quan dén sulphonamid c6 the xay ra v dudmg ding tai ch®.Néu xuét hién cdc déu hidu phan
{rhg nghiém trong ho#c qud mén, nén nglng st dung thudc nay.

RAi loan tim

Sau khi ding SIMBRINZA, sir gidm huyét 4p nhe duoc quan sat & mdt vai bénh nhén,. Nén thén
trong khi ding SIMBRINZA dong thoi voi cée thube khac nhu thude ha tuyét dp va/hodic cho

glycosid tim hofic trén b§nh nhan c6 cdc 1bt loan tim mach néng hodc khong 8n dinh va khong
Kidm sodt duoe (xem myc TUONG TAC, TUONG KY CUA THUOC).
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Nén than trong klii s dung SIMBRINZA cho bénh nhan bi tram cam, thiu mau ngo hoic mach
vanh, h6i ching Raynaud, ha huyét p thé ding hodic viém thuyén tfc mach mau,

Rd1 loan cin béng acid-base

Réi loan cin bing acid-base d& duoe ghi nhin voi céc thube e ché carbonic anhydrase-dudng.
udng. SIMBRINZA cé chita brinzolamid, mét chét te ch& carbonic anhydrase, méc di ding tai
chd nhung duoe hép thu toan thén. Céc phéan img bét loi cia cc thube vrc ché carbonic. dudng
ubng (nhu rbi loan cin bing acid-base) ¢o thé xuét hién khi dimg tai chd (xem muc TUONG
TAC, TUONG KY CUA THUOC).

Sit dung than trong cho bénh nhdn co nguy co suy thén do nguy conhiém toan chuyén héa cd thé
x4y ra. Chéng chi dinh dimg SIMBRINZA cho bénh nhén suy than ning (xem muc CHONG CHI
DINH).

Suy gan

SIMBRINZA chua duge nghién-ciru trén bénh nhin suy-gan; nén thin trong khi didu trj cho céc
bénh nhén nay (xem myc. LIEU DUNG VA CACH DUNG).

Su tinh téo

Cac thube tic ché carbonic anhydrase dudmg ubng o thé anh huong dén khd nang thye hidn cac

cdng vide doi hoi sy tinh tdo hodc o1 hoi s phbi hop gitra cac b phin cda ¢o thé & bénh nhén
cao tudi, Thudc nho -mfifz SIMBRINZA duge hép thu toan thén va do d6 anh hudng nay cb thé
xuéi hién khi dimg tai ch (xem myc ANH HUGNG LEN KHA NANG LAIXE VA VAN HANH

MAY MOQ).

Benzalkonium clorid

SIMBRINZA o6 chira benzalkonium clorid cé the gy kich g mét va d8 duge bidt co thé 1am
dbi mau kinh 4p trong mém. Tranh dd thube tiép xic véi kinh 4p tréng mém. Bénh nhin cin dige
hudmg dan thio bo kinh 4p trong trude Khi ding SIMBRINZA va doi it tihdt 15 phit trude khi
deo lat.

Benzalkonium clorid d& dwge ghi nhén gy viém gide mac chém va/hodc gy loét gide mac. Cén
theo dai chit khi sit dung thube thudng xuyén hoic kéo dai.

Tréem

D6 an todn va higu qua cha SIMBRIZA trén tré em va tré vi thanh nién tr 2 dén 17 tudi chua
duoc thiét 1ap. Cac tridu chiing qué lidu brimonidin (bao gdm mat ¥ thic, ha huyét dp, giam
traong le, chim nhip tim, ha than nhiét, tm t4i va kho thd) dd duge ghi nhin & tré so sinh va {ré
nho diing thube nhd-mét brithonidin, mt phin trong didu tri bénh ting nhin 4p bim sinh. Do 46
chéng chi dinh diing SIMBRINZA cho tré em du6i 2 tudi (xem muc CHONG CHI DINH).
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Diéuy tri cho tré em tix 2 tudi tré 1én (dc bidt trong khoang gy 2-7 tudi va/hode ¢an niing < 20 kg)

khong duqc-k_huyén cdo vi lién quan den tac dung ngodi ¥ trén than kinh trung wong (CNS) (xem
muc QUA TIEU VA CACH XU TRI).

TUGNG TAC, TUGNG KY CUA THUOC
Khdng cb nghién clru twong téc thube dichigu duge thye hign vii SIMBRINZA.

Chéng chi dinh diing SIMBRINZA cho bénh nhin dang ding cdc thude tre ché monoamin oxidase
va bénh nhén dang ding cde thube chéng trdm cam €6 &nh hudng dén dan truyén noradrenergic
(nhu céc thube chong trdm cdm ba vong va mianserin), (xem muc CHONG CHi PINH). Thube
chéng trim cam ba vong cb thé Iam gidm dap Gng ha nhén 4p cta SIMBRINZA.

Nén thin trong do kha ning tac dung cong hop hoge tac dung tang cudmg e ché thén kinh trung
wong (nhu rugu, cie barbiturat, din chét thude phién, thube an thin hotic thube ghy mé).
Khéng e6 cée dif ligu. v& nbng 49 céc catecholamin {rong tuén hoan sau khi ding SIMBRINZA.

on PR NS . . A 5 A K - 5 10k - . Y
Tuy nhién, bénh nhén ding cac thudc anh hudng dén chuyén hoa va hip thu.cc amin trong tuan

hoén (nhw chlorpromazin, methylphenidat, reserpin, cac thube (re ché. tai thu hdi serotonin-
noradrenalin} can thén trong.

Nhém chit chil vafi a-adrenergic (nhu biimonidin tartrat) ¢6 thé tam giam nhip tim va huyét ap.

Huyét 4p giam nhe 44 duoe ghi nhén Er_-m{)t s6 bénh nhan sau khi dung SIMBRINZA. Thén trong
khi sit dung cée thubc nhy thude diéu ui ting huyét 4p hodc cée glycosid tim dbng thoi véi
SIMBRINZA.

CAn thén trong khi bét ddu (holic thay abilidw) thubc ding dong thdi b tac dung toan than (khong
phan bigt dang bao ché) cd thé twong téc véi chét chil vAn o-adrenergic hogc anh hudng dén tac.

dung cla ¢éc thubc nay nhu hiép déng hoac 461 khdng voi thy thé adrenergic (nhw isoptenalin,
prazosin).

Ryinzolamid 13 mot chét e ché earbonic anhydrase mgc dt dung tai chd nhung duge hép thu todn

(1A A " ot a ‘g ] ” ¥ - A ) A +
than. Réi loan cin bing acid-base d& dugc. ghi nhin voi cac thude ue ché carbonic anhydrase

dudng ubng; Can can nhic dén kha ning tuong thc O bénh nhan-dung: SIMBRINZA.

6 kha ning c6 the dung hidp ddng trén tac dung ton than 45 duge biét cha chat e ché carbonic
anhydrase & bénh nhén ding mdt thude-ve ché carbonic anhydrase dudng uén‘g va brinzolamid
duing tai chd. Khong khuyén cdo st dung dbng thoi SIMBRINZA véi cde thude tic ché carbonic
anhydrase dudng ubng,

Cac isozym cytochrom P-450 tham gia vao qua trinh chuyén hoéa brinzolamid bao gbm CYP3A4
(enzym chinh), CYP2A6, CYPZBG, CYP2C8 vi CYP2CY. Dy kién cde thude e ché CYP3A4
nhu ketoconazol, itraconazol, clottimazol, ritonavir va troleandomyein s tic ché qué trinh chuyé—n
hoa cha brinzolamid thong qua CYP3A4. Chn thén trong khi ding dbng thoi véi che thube dre ché
CYP3A4. Tuy nhién, khéng co sy tich 1dy brinzolamid do théi trir qua thén 1a con dudmg thai tri
chinh, Brinzolamid khong tre ché cac isozym cytochrom P-450
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Tink tuwong ky
Khong ap dung,
PHU NI CO THAL, CHO CON BU VA IKHA NANG SINH SAN
Phu niy cd thai

Khong e hofie cb rét it cac 4t liéu vé sit dung SIMBRINZA cho phy nit co thai. Brinzolamid
gy di tat thai trén chudt chng nhung khong gay di tat ¢ tho sau khi ding dutmg toan than. Céc
nghién cfu trén dong vat voi brimonidin dudng ubng khong cho théy anh hudmg c6 hai trye tié'p
dén doc tinh sinh san. Trong cée nghién oftu trén dong vat, brimonidin qua duge hing rao nhau
thai va di vio tudn hodn cda thai nhi véi mbc df: han ché,

Khong khuyén céo stt-dung SIMBRINZA trong thni k¥ ¢6 thai v cho phy nit ¢6 khé nang mang
thai khong sir dung bién phép tranh thai.

Phu nik cho con b

Chua & litu SIMBRINZA ding tgi ch3 6 bai tiét vao stta ngudi hay khong, Cée 4t Lidu duge
Iyc hoc/de tinh trong céo nghién ctru trén dong vét cho thdy sau khi dimg dudng ubng, ndng dd
141 thidu cha brinzolamid da duwge tim thdy trong sita me. Brimonidin ding dudmg ubng dugc bat
tidt vic sita me:

Khong, nén sit dung SIMBRINZA cho phy nit.dang cho con bt. 175

s

Kh# niing sinh sin

Dir liéu nghién ctu phi 1am sang kh@ng,cho-théy bét ky anh hwdng ndo clia brinzolamid ¢én kha
ndng sinh sén, Khong cé dit ligu danh gid anh hwdng ca SIMBRINZA dimg tai chd dén kha néng
sinh san & ngudi,

ANH BUGNG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

SIMBRINZA 4nh huéng vira phai dén kha nang 14i xe va vén hanh may moc.

SIMBRINZA c6 thé gy chong mit, mét mdi valhodc budn ngi; do d6. €6 thé anh hudng dén kha
ning l4i xe v& vén hinh may mée. Nhin md tam thiri hode. cac rbi loan thi lye Khae ¢6 thé anh
huémg dén kha ning 14i xe hodo van hanh mdy méc. Néu nhin md xudt hién sau khi nhé thube,
bénh nhén cAn phai doi & khi rikin 18 trade khi 141 xe hodic van hanh may méc..

Céc thube fic ché carbonic anhydrase dudng uén_g c6 thé lam gidm kha hiing thye hign cée edng
viée doi hoi sy tinh tao hoje can sy ghéi hop gifta cée bd phén trong co thé & ngudi cao tudi (xem
muc CANH BAO VA THAN TRONG).

PHAN UNG BAT LQT

Tom tht chc dif lidu an todn

Trong che nghién ciru 1am sang tién quan dén SIMBRINZA voi lidu 2 1n/ngdy, cac phan ing bét
o1 phé bign nhét 1a sung huyét mit va chc phan tng di (mg mét xdy ra & khoang 6-7% bénh nhén,
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va rbi loan vi gido (vi.déng hodc vi bét thudng trong miéng saukhi nhé thudc) xay ra & khoéng
3% bénh nhan. Dit liéu v& 36 an todn ciia SIMBRINZA tuong ty nthu ¢la timg thanh phin. clia
thubc (brinzolamid 10 mg/m! va brimonidin 2 mg/mi).

Bang t6m it cac phan tmg bt loi:

Céc phén tmg bit loi duéi day dugo ghi nhin ti che thii nghiém lam sang véi SIMBRINZA voi
Tidu 2 lan/ngay va trong cae nghién clu 1dm sang. va gidm sat hiu mai voi cac don thanh phén
brinzolamid va brimonidin. Cac phan img bit lgi duge sip xép theo quy ude saw: phd bién =

1/10), thudng gap (= 1/100 dén <1/10), it gép (21/1.000 dbn <1/100), hiém gap (>1/10.000 dén
<171.000), rét hiém ggp (<1/10.000) v chua bidt (khéng ude tinh dugc tir cde dTf ligu hién cb).
Trong mdi nhém thn sudt, cac phén ing bt loi dwroe trinh bay theo thir ty mire &6 nghiém trong

giam dan.

Phén loai hé co'quan Cac phan tng bt loi

Nhiém trang va nhidm ky | Ji ggp: viém mii hong?, viém hong?, viém xoang’

sinh tring Chya o vigm mili? ) /{ >

RAi logn mau va h¢ bach | /f gdp: gidm héng ciu?, clo mau ting® P

huyé’t

Rbiloan hé mién dich [t gdip: qua man®

R4i loan tAm thin It gp: tho o, trdm cam®”, tdm trang chan nAn® méat ngd',
giam ham muén tinh duc?, 4c mbng?, cang thing”

R&i loan hé thin kinh Thirdng gdip: bubn nglt', chdng mjt’, 1ot logn vi gige!

It giip: dau déu', 16 Toan chirc ning vén dong?, mét trf nhé?,
suy gidm tri nh¢?, dj cam’

Rt hiém: gap: nght’

Cluta v&: run?, gidm xue gidc?, mét vi giac?

R&i loan thi gide Throng gip: di tmg mat|, viém gide myc', dau mat!, kho chiu |
& mét', nhin md', thi lye bat thuong’, sung huyét mat', két
mac {41 nhet®
It gein: mon gide mac!, phi gide mac!, viém bomi !, ling cin
& gide mac (cdc chat ling & gic mac)', 161 loan. két mae (cb
nht)!, sy 4nh séng', hoa mét!, sung mat’, phit mi mit!, phit
&t mac!, khé mét', tit gi mét, gidm thi lyc', ting chay nude
mAt!, mong mat?, ban 46 & mi mat!, viém tuyén meibomian®,
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ohin 62, [oa male, gidm cim gide & mat’, séc t& cing mac?,
wnang giac mac?, cam gidc bat thuomg trong mit!, moi mat!

RAt hidm gap: viém mang bd dao®, co ddng tir’

Chira 18 vH1 Toan thi gidc?, rung long it

Réi logn tai vi mé dao

Tt ghip: chéng mat', 0 tai®

RO6i logn tim

Tt géip: suy ho hdp?, dau that nguc?, loan nhip tim’, danh tréng
nguc?®, nhip tim bét thuong®, chim nhip tim?
phanh?

, nhip tim.

A
Roi loan mach

Jt géip: huyét 4p thap'
Rt hiém giip: tang huyét 4p®

va trung thiit

R&i loan hé hip, [ong ngye

It gap khé tho?, phé quan qué manZ, dau hong hau®, khd
hong', ho?, chay mau cam?, the nghén dubrng hd hip tén?,
chay nude miii?, kich Gmg hongl kh miii!, chay dich miii sau',
hét hoi®

Hiém gdp: hoi chimgg ho dudmg hd hp tén', sung huyét miii',

Chuza 15 hen phé quan?

Roi loan tidu héa

Thirong gép: khd miéng’ l \;
Ir gdp: kho tigu, viém thuc quan?, kho ehju ving byng, tigu

chay?, nén?, budn. non ting nhu dong rudt?, diy hoi?, té

miéng?, di cam miéng'

b

R&i Joan gan mit

Churg ro. %6t nghiém chirc ndng gan bat thudmg?

‘0' - n L
Roiloan da va mb dudi-da

It ggp: viém da tiép xac', ndi mé day?, ban d&?, phat ban cd
‘myn nhd & da?, ngira todn than?, rung téc?, cang da’

Chura ro: phll matB, viém da®?, phat ban®?

Ré&i loan co xirong vi'mé lién
X
ket

T gdp: dau lung?, co that co®, dau co?

Chuea 15 dau khép?, dau déu chi?

ay At . . 'Y £
Roi loan thin va tief nign

Ir gaip: dau than®

Cliea ré: da niéu?

ngye

R&i loan hé sinh san va long

It géip: 161 logn chirc néng cuong duong?
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R6i loan chung va tai vi tri It gép: dar?, bAt thudng & ngye’, cém gide bét thudng?, cam
dwa thude gigc bdn chdn?, but rit?, tdn lru thude!

.

Chura r6: datl nguc?, phi ngoai bién™

Mphim trog bat lgi duge-ghi nhan voi SIMBRINZA
2 cac phéan tmg:bat ol bo sung duge ghi nhén khi ding dan thanh ph%fm brinzolamid
3 cae phim fing bat loi b sung duge ghi nhdn khi ding den thémh phén brimonidin

M 1 cac phan ing bit loi chion loc.

Loan vi gidc 13 phan ng bét 1o toan than thudng 2ap. nhit lién quan dén st dyng SIMBRINZA
(3,4%). Phan (ng nay xay 1a do thude di qua dudng mfil hong va chif yéu do thanh phin
brinzolamid cia SIMBRINZA,

An vao bng 1& mili hogc nhém mit sau. khi nhé thube co thé [am gidm téc dung bét loi nay (xem
mye LIEU DUNG VA CACH DUNG).

SIMBRINZA chia brinzolamid 13 mdt dAn chat sulphonamid cé tac dung tic ché carbonic
anhydrase duge hép thu todr than. Tac dung teén ti€u hoa, hé thin kinh, huyét hoe, thin va chuy_én
héa lién quan cht yéu dbn cac chit trc ¢hé carbonic anhydrase foan than. Céc tic dung khéng
mong mudn cimg loai duge cho la do cée chét trc ché carbonicanhydrase gy ra o thé xuét hién
khi diéu trf tai chd.

Céc phan tmg bat loi thuong gdp lign quan dén thanh phén brimonidin ciia SIMBRINZA bao gdm
gdc phan ung di (ng ¢ mat; mét moi va/hodc budn nga va khd migng. Sir dung brimonidin lam
gitm nhe huyét ap. Mot sb bénh nhéin khi ding SIMBRINZA bi giam huyét 4p tuong ty khi ding
brimonidin don thinh phén.

QUA LIEU VA CACH XU TRI

Néu qué libu SIMBRINZA xay ra, didu trf qué 1idu bao gbm didu i h3 tro va dido i trigu chimg.
Pudng thd cia bénh nhn nén duge duy i,

Do thénh phin brinzolamid ctia SIMBRINZA, rbi loan dién giai, tinh trang nhifm toan va su anh
hudng dén hé thén kinh c6 thé xay ra. CAn theo d5i ndng @6 céc chit dién giai trong huyét thanh
(dic biét kali) va pH mau.

Thong tin vé bién cb khi nubt phai thanh phin brimonidin trong thubc nhd mit SIMBRINZA &
ngudi 1én con rét han ché. Phén (ng bét loi duy nhat duge ghi nhén cho d&n hign nay 1 ha:huyét
4p. D3 co bao cdo sau'ha_'huyét ap la ting huyét &p ddi ngugc lai,

Qud4 lidu dudmg -uéng cia cac thube chii vén alpha-2 ¢4 dirge bio cdo ghy ra cho.tri¢u chimg nhuw
ha huyét &p, suy nhuge, non, {o mo, budn ngd, nhip tim chém, loan nhip titn, o dong tir, ngung
thd, giam treong lyc, ha than nhiét, suy ho hép va co. gift.

Tié em
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Céc phén {mg bit loi nghidm {rong dudi day sau khi béph nhn nhi v6 ¥ miét phai thanh phén
brimonidin trong SIMBRINZA d4 duoc bae cdo. Céc trigu chimg bac gﬁ‘irh‘ tre ché than kinh trung
uong, hon métam thori hodc giam ¥ thiie, hdn mé, budn ngi, gidm trwong lye, nhip tim chém, ha
than nhiét, xanh xao, suy hé hép vi nglmg thd, ¢an nhip vién b chim séc dae bidtva dit ndi khi
quéan néu ¢6 chi dinh. Cée bénh nhén duge béo ¢do dé héi phue hodn todn, thuémg trong vong. 6~
24 gio.

PAC TINHDUQC LYC HQC

Nhom dwoe Ij: Thube nhén khoa., Thubc chéng gldedm va co déng tir. : %/
Ma ATC: SO1ECS4

Co ché tac dung

SIMBRINZA chira hai thanh phin hoat chét: brinzolamid va brimonidin tartrat. Hai thanh phén
nay lam ha nhin 4p (10P) & bénh nhin gldcdm goc mo va tang nhin ap (CHT) biing céch o ché

hink thanh thé dich tir qua trinh hinh thanh thé dich & thé mi trong mat. Miic dit c& brinzolamid
vA brimonidin l4m ha nhan 4p bing cach e ché hinh thanh thé dich, co-ché tac dung cla ching

14 khdc nhau.

Rrinzolaniid ttc ché enzym carbohic anhydrase (CA-ID) trong bidu mo thd mi lam gigm sy hinh

thanh cac ion bicarbonat véi viée gidm natri va {&n chuyén thé dich qua bibu md thé mi, dndén
lam giam sy hinh thanh thé dich. Brimonidin, c¢hét cha vén alpha-2 adrenergic, (e ché enzym
adenylyl eyclase va e ché sy hinh thadh phy thue cAMP ctia thity dich. Hon nffa, ding

brimonidin ¢6 thé din dén ting luv luong chiy theat qua mac thé.
Téac dung dwge lge hoe

C4c nghién ety 14m sang

Trong mot nghién cti 14m sang trong 6 thang, c6 dbi chimg bao gdm 560 bénhnhén méc glocom
gdc ma& (bao .gf”)m ¢ ting nhin &p gia troc vay hogie héi chimg phén tan sfic 10) vasholic cac bénh
nhén tang nhan 4p Khéng duge kiémsodt b, theo. d4nh gid ctia nghién ciu vién, bang don ti liéu

hoc da dimg nhidu thube ha nhén dp vA nhitng bénh nhén ¢6 nhén 4p trung binh ban ngdy trude

didu trf 14 26 mmHg, téc dung ha nhin 4p trung binh ban ngdy clia SIMBRINZA dimg 2 lAn/npay
14 khoang 8 mmHg.

Hidw qua vuot trdi ¢6 ¥ nghia {hbng ké vé tac dyng ha nhin ap trung binh ban ngay dugc ghi nhén

v& STMBRINZA so v brinzolamid 10 mg/ml hoge brimonidin 2 mg/ml liéu 2 lAnmgay O cdc

13n thim kham trong nghién ciru (Hinh 1),
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Hinh . T#c dung ha nhiin 4p trung binh ban ngay (tai thivi didm 9 gig sdng, + 2 gid, +7
gid) so véi trude (mmHg) ~ tir che yéu ¢6 cfia nghidn cin

& SIMBAINZA o Brirolamide . = Brimenidine

Tudn thie 2 Tudn thiv 6 Thang thix 3 Théng thi: &

nn19'1__ n=101 1=1%4 0189 #=172: =178 n=162 =161 p=160 A=178 =145

WMie-ha nhin &p trung binh {mmHg}

s ek . .- - ; et e o

* Binh phuong téi thidu tir md hinh théng k& tinh cho dom vi nghién ciru, phén thng dya-trén nhan 4p nén do log 9
gity séng vanhin ap trong. g & cdc bénh nhin nay.

Sir khée bigt vé didu tri (gma thudic nhd mét SIMBRINZA v6i timg don thanh phin) c6 y nghfa théng ké vaip <
0,0001

Ha nhin 4p trung binh so voi ban dhu tei mdi thoi diém & mdi lAn tham khém cdo hon véi
SIMBRINZA (6 dén 9 mmHg} so vii don ti liéu bing brinzolamid (5 dén 7 mmHg) hodc
brimonidin (4 dén 7 mmHg). Phin trim nhén 4p giam trung binh so v6i ban dhu cha SIMBRINZA
dac déng tir 23 dén-349%. Phin trAm bénh nhdn ¢6 ha nhin ap dudi 18 mmHg & nhém ding
SIMBRINZA 1én hon & nhém dung brinzolamid & 9 trong 12 dénh gid vao théng thir 6 va ion
hoh nhém dimg brimonidin trong, tht ca 12 danh gid vao théng thi 6. Tai thot didm +2 gitr (thoi
gian tuong {ing. véi hitu qua dinh vao bubi sang) clia céc 1An dénh gia chinh vao thang thi 3, ty
1& phén trim bénh nhén ha nhiin 4p dudi 18 mmHg la 61, 7% & nhém dung SIMBRINZA, 40,1%
& nhém dung brinzolamid va 40, 0% & nhom ding brimonidin,

‘Trong mdt nghién ciru 14m sang trong: 6 théng, 6 ddi ching, khing kém hon duge thye hién trén
890 bénh nhén glocdm goc ma (bao gbm c4 ting nhin ép gid tréc vay hofic hoi chimg phén tan
sic t8) vi/hogic cdc bénh nhén ting nhin 4p khdng duge kidm soat tbt, theo danh gia clia nghién
citu vién, bing don {rf 1iéu hofic d& ding nhidy thube ha nhéin 4p va nhiing bénh nhén ¢6 nhén p
trung binh ban ngéy trude didu tr tr 26 dén27 mmHg, mc.do khang thua kém clia SIMBRINZA
50 véi sit dyng dong thoi brinzolamid 10 mg/ml phéi hgp véi brimonidin 2 mg/ml d& dwoc chimg:

P{_Simbrinza_EMA SmPC Sep2018/VN Decl § V1.1 11715
67



myinh & £t i céc 1An fhim kham trong nghién oty véi tae dyng ha nhén &p trung binh ban ngay
so v&i trrde didu i} twong Gng (Bang 1).

Bang 1, So sinh sy thay dé1 nhiin 4p trung binh ban ngdy (mmHg) se vé&i trivde didu try -
nghién ciru khong hon kém

Lin khim SIMBRINZA Brinzolamid + Brimonidin Khac biét
Trung binh® Trung binh?® Trong binh*
(Khodng tin cdy 95%)
Tuén thit 2 -8,4 (n=394) -8,4 (n=384) -0,0 (-0,4; 0,3).
Todn thé 6 8.5 (=384) 8.4 (=377) 20,1 (-0,4; 6,2)
Thang thi 3 -8,5 (n=384) -8,3 (n=373) -0,1 (-0,5; 0,2)
Théng thir 6 -8,1 (n=346) 8,2 (n=330) 0;1(-0,3; 0,4)

* Binh phuong (51 thiéu tir md hinh théng ké tinhcho vi tri nghién clu, phin thng dya (tén nbdn ap ban dau do Joc 9
gidy séng, va nhiln 4p frong (ng & cdc bénh nhén nay.

Mire &6 gidm nhan 4p trung binh so véi trube didu trf tai méi thoi dim & mdi an tham kham clia (2
SIMBRINZA hofic ¢ac thanh phén don 1€ sir dung két hop 13 tuong ty nhau (7 &n 10 mmHg).
Phin trim ha nhin 4p trung binh so vai trude didu frj cha SIMBRINZA dac dong tir 25% dén .
379%. Phin tram bénh nhdn cb nhén 4p duéi 18 mmig & nhém ding SIMBRINZA tuong ty véi a
nliém dung biinzolamid + brimonidin & cac 1an danh gi& vao cling thoi diém thang thi 6. Tai thoi

didm +2 gits (thdi gian twong ting voi hiu qua dinh dat duge vao bubi sang) trong cac 1An thim

«ham chinh vo théng thir 3, t§ 18 phén trdm bénh nhén ¢6 nhan 4p dubi 13 mmHg 14 65,6% &

1hém dimg thudc nhd mét SIMBRINZA va 63,7% & nhém diing brinzolamid + brimonidin,

Tré em

Hoi ddng Duge phdm Chau Au min vide bist bude phaindp két qua nghién ciu clia SIMBRINZA
{rén tht ca cac nhom tré em trong didu fr] glocom va tang nhin dp (xem muyc LIEU DUNG VA
CACH DUNG dé c6 thong tin v& vibe sit dyng O tré em).

PACTINH DUQC DONG HQC

Hép thu .
Brinzolamid duoc hip thu qua gidc mac sau khi nhd mét. Hoat chit nay cling duge hép thu vio

tudn hodn chung sau dé thube lign k&t manh véi carbonic anhydrase chia hdng chu. Néng &9 thube

trong huyét tuong rét thép. Thoi gian bén théi trong mdu kéo dai (>100 ngay) & ngudi do thude

lién két véi carbonic anhydrase-héng cau.

Brimonidin dugc hip thu nhanh vao mit sau khi ding tai chd.

Tién tho, ndng d6 161 da trong méat dat dwge dudi 1 gid trong hiu hét cac trwdong hop. Nbng ¢

dinh trong huy&t trong nguoi 1a < 1 ng/ml va dat duge trong vong < 1 gid. Nong df thube trong
huyét tuomg giam voi chu ky bén thai khoang 2-3 gir. Thube khéng tich 1ty khi ding dai ngay.
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Trong mdt nghién ciru 14m séng ding dirong nhod mit, so sanh duge dong hoc todn thén o trang
thai &n dinh clia SIMBRINZA ding 2 hodc 3 lan/ngdy voi brinzolamid va brimonidin dimg don
doe véi cling mite lidu, duge ddng hoc frong méu cta brinzolamid va N-desethylbrinzolamid &
thube két hop tuong - brinzelamid dong don doc, Tuong tu, duge dong hoc trong huyét tuong
& trang théi 4n dinh cla brimonidin dang két hop. tuong fu két qua ghi nhén duge khi ding
brimonidin don dfc ngoai trr & nhom ding, SIMBRINZA 2 lan/ngay, & nhém nay AUCe.12 giv
trung binh thap hon khodng 75% so véi khi ding brimonidin don dfe 2 lAn/ngay.

Phin bé

Chc nghién et trén tho cho théy nong dg dinh cda brinzolamid tai miit sau Khi ding tai chd trong
céc mb trude shir gidc mac, két mae, thiy dich, hé mi - méng mét. Thubc duoc linu gitt kéo dai
trong ¢dc md ¢ mét do lién két v&i carbonic anhydrase. Brinzolamid lién két vira: phai (khodng
60%) véi protein huyét twong ngudi.

Brimonidin cho thiy ai lyc vdi cde md sic & & mit dic biét o thé mi — mdng mét do d¥ic tinh gén
&t vai melanin da biét. Tuy hhin, dff liéu an todn 14m sang vA phi 1dm sing cho thy thube dugc
dung nap t&t.va an toan khi diing 14u dai.

Bién doi sinh hoe

Brinzolamid duge chuyén héa bdi cie isozym cytochrom P450 tai gan, djc biét.Ia
CYP2A6, CYP2B6, CYP2C8 va CYP2CY. Chit ch11y§11 héa chinh 13 N-desethylbrinzolamid, sau
d6 1a cdc chét chuyén hoa N-desmethoxypropyl va O-desmethyl cling nhwr din chit acid N-
propionic duge hinh thanh boi qud trinh oxy héa nhénh N-propyl clia O-desmethyl brinzolarmid.

Brinzolamid va NAdgsethylbx'inzolamid khéng rc ché isozym cytochrome P450 & nfmg dd cao
hom it nhét 100 1An ndng 4o 181 da trong tudn hodn.

Brimonidin: duge chuyén, héa manh bdi aldehyde oxidase gam, v6i sy hinh thanh cia 2-
oxobrimonidin, 3-oxobrimonidin vé 2,3-diexobrimonidin la cac chét chuyén hoéa chinh. Oxi hoa
tach vong imidazolin thanh 5-bromo-6-guanidinoquinoxalin cling d& duge ghi nhan.

Thai trir

Brinzolamid duge théi telr chd yéu qua nude tidu -dudi dang khong ‘b_ién dbi. Trén ngudi,
brinzolamid va N-desethylbrinzolamid trong nuée tidu chidm twong ing khoang 60% va 6% liu
dung. Dit liéu trén chudt cho théy*tlméc thai trir mot phin qua mat (khodng 30%), chi yéu dudi

dang cac chét chuyén héa.

Biimonidin tartrat duoc thai rir chdl yéu trong nude tidn dudi dang ce chit chuyén hoa, Trén
chudt va khi, cac chit chuyén hoa qua nude tidu chiém khoéng 60% dén 70% lidu dung dudmg
udng hodc-dudmg tinh mach.

Sir tuyén tinh/lkhéng tuyén tinh

Duge déng hoc ctia brinzolamid c6 1ién quan khong tuyén tinh do thubc gén manh va co thé gin
bio hoa vot earbonic anhydrase trong md4u tudn hoan chung va nhiéu md khéac. Nong a6 thude
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trong tudn ho'e‘m & trang thai dn dinh khong ting ty 18 voi lidu. Ngwoe lai, brimonidin ¢& duge
dang hoc tuyén tinh trong khodng lidu diu 6 trén [am sang.

Tuwong quan duge ding hoc/duge lye hge

SIMBRINZA 6 xu huéng téc dung tai mét,

Dénh gia nbng do thubc trong mat ngudi & lidu ¢6 hidu qua khong thye hi¢n duge.

Tuong quan duge dong hoc/duge lie hoe clia thubc trén ngudi vdi tae dung ha nhén dp chua duoe
thue hién.

Pbi twong ddc bigt khac

Cic nghién ctru d€ xéc dinh anh hudng cta tubdi, chimg toc va suy gan hodic suy thdn chua duge
thye hién voi:SIMBRINZA. Mgt nghién ctru v brinzolamid trén ngudi Nhit so v6i cic bénh
nhén khong phai 1a ngudi Nhét cho thiy céc thong sb duge déng hoe toan thin ctia thube trén 2
nhém ngudt ndy la tuong tw nhau, Mot nghién ctiu v& brinzolamid trén cac bénh nhén suy thin
da chimg _m_inh' nf“mg dd brinzolamid va N-desethylbrinzolamid toan than tang 1,6 dén 2,8 1an
giffta bénh nhan khong suy than va bénh nhan suy thin & mie dd trung binh. Nong d6 thudc va
chc chét chuyén hoa trong héng cdu & trang thai &n dinh ting khong rc ché tac dung ctia carbionic
anhydrase hdng clu toi mie nbng 46 lién quan dén tic dung khéng mong mubn todn thin. Tuy
nhién, khong khuyén cdo sit dung thude dang phéi hop cho bénh nhén suy than ning (46 thanh
thai ereatinin< 30-m¥/phit).

Ndng do 11 da Cumax, dién tich dudi dudng cong AUC va thoi gian ban thdi thai ¢da brimonidin &
ngudi cao whi (365 tudi) tuong ty & ngudi ré, Anh hudmg clia suy gidm chitc néng gan va thin
dén duge déng hec toin thin cua brimonidin chura duge ddnh gia. Néng do brimonidin todn thén
thép sau khi ding nhé mit tai chd, sy thay déi ndng d6 thude trong 'h'uyét trong duge mong dgi
khbng Hén quan dén biéu hién trén 1am sang,

Tré em

Duge dong hot toén than cia brinzolamid va brimonidin, ding don dge hofc két hop trén bénh
nhén nhi chua.duge nghién cin.

p{ LIEU AN TOAN PHILAM SANG

Brinzolamid

Céc di lidu tién l8m sang cho thay thude khong gy nguy hidm dlic biét trén ngudi dya trén cdc

nghién cu théng thudmg, vé dugg 1¥-an toan, ddc tinh lidu lap Jai, ddc tinh trén gen va kha ning

gdy ung thu,

Anh hirérng dén kha nang sinh sén tién 14m sing va cdc nghién ctu dbe tinh tién trién da duge ghi
nhén chi trong truong hop ndng 40 thudc trong tufn hodn vuot qua ndng. 46 thude 61 da trén
ngudi cho théy it ¢6 lién quan dén sit dyng trén 1dm sing. Trén tho, thube ding dutmg ubng, doc
tinh trén co thé thd me, liéu brinzolamid {en dén 6 me/ke/ngay (gp 261 1An lidu hang ngay duoe
Khuyén céo trén 1am sang 14 23 pg/ke/ngly) khdng cho thiy anh hudng dén sy phét tridn clia thai
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nhi. Trén chudt cong & mic lidu 18 mp/kg/ngdy (ghp 783 Iin lidu hang ngdy duge khuyén cdo
frén [4m sang), nhung & lidu 6 mg/kg/ngdy, thudc 1am gidm nhe sy xuong héa hdp so va xuong
re ¢ha thai nhi,

Chc két qua ndy cé lién quan dén sy nhidm toan chuyén héa va gidm trong lwong co thé me va
pidm cdn ngng clia thai nhi, Lidu lién quan dén gidm can ning clia thai nhi d& duge ghi nhén trén
cac chubt con khi chudt me dimg lidu tir 2 dén 18 mg/ke/ngay. Trong thdi gian cho con by, lidu
khong gdy 4nh hudng bt lgi wén chudt con 1a 5 mg/kg/nedy.

Brimonidin 'k 4,'//

Dit liéu ticn l4im sang cho théy thudc khong ghy nguy hiém diic bidt cho ngudi dya trén cac nghién
citu thong thudng vé an toan duge ly, de tinh lidu lap lai, doc tinh tr8n gen, khd néng gdy ung
thy, ddc tinh frén sinh sdn va phat tién,

HAN DUNG

24 thang k& tr ngay san xudt.

Khéng duge ding sau khi mé lo 1 thang.
PILU KIEN BAO QUAN

Bio quan duhiét d khong qua 30°C.

QUY CACH PONG GOI

Hop 1 lo dém giot DROPTAINER® chita 5 ml.
TIEU CHUAN CHAT LUQNG: TCCS

CO SO SAN XUAT

SA ALCON-COUVREUR NV

Rijksweg 14, B-2870 Puurs, Bi.

PHIEN BAN :
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