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Rx SIMBRINZA®

Thudc nay chi diing theo don thude.

Pé xa tam tay tré em,

Poc ky huong dan st dung trede khi diing.

Thdng bao ngay cho bac sj hodc dugc sy nhitng phan

ing c6 hai gép’phél khi st dung thuoc.

THANH PHAN

Thanh phan hoat chét:

Moi ml chira Brinzolamid 10 mg va Brimonidin tartrat 2 mg

(twong dwong voi Brimonidin 1,3 mg).

Moi I 5,0 mi chira Brinzolamid 50 mg va Brimonidin tartrat

10 mg (twong duong véi Brimonidin 6,5 mg).

Thanh phan ta dwoc:

Chat bao quén: Benzalkonium clorid (0,03 mg/ml)

Propylen glycol, carbomer 974P, acid boric, mannitol; natri

clo‘nd.‘ tyloxapol, acid hydrocleric va/hodic natri hydroxyd

(dé dieu chinh pH) va nedctinh khigt,

DANG BAO CHE

Hon dich nhé mat.

Hon dich vo khuén, ddng nhat, mau tring dén tring naa,

pH 6,1-6,8, d6 tham th4u 235 dén 310 mOsmvkg.

CHI PINH

Gi:ém ap lue ndi nhan (IOP) & bénh nhén ngudi lém biglacém gée

mg hogc téng nhan &p ma khong kiém soat day dli dugc nhan ép
bang don tri liéu (xem muc PAC TINH DUQC LUC HOC).

LIEU DUNG VA CACH DUNG .

Liéu dung

Str dung cho nqudi 16n (bao gdm ca nqurdi cao tudi).

Lieu dugc khuyén céo la mdt giot thude nhd méat SIMBRINZA

vao mat bj bénh hai lan/ngay.

Quén lidu

Néubd & mot ligu, nén tiép tuc dung lidu tiép theo nhur k& hoach.

Suy.gan va/hoéc suy than

SIMBRINZA chua dugc nghién ctru trén bénh nhan suy gan,

do d6 than trong khi ding thugc cha d6j twgng bénh nhan nay

(xem muc CANH BAO VA THAN TRONG).

SIMBRINZA chura dugc nghién ctru trén bénh nhén suy thén

nang (CrCl < 30 ml/phit) hodc trén bénh nhan nhiém toan

chuyén hoa téing clo mau, Do thanh phin brinzolamid trong

SIMBRINZA va chét chuyén hoa clia n6.dugc thai trir chil yéu

quathan, chéng chj dinh diing SIMBRINZA cho cac bénh nhan

nay (xem muc.CHONG CHi BINH).

Tréem )

Tinh an toan va hiéu qua clia SIMBRINZA & tré em va tré vi

thanh nién tir 2 dén 17 tudi chura duroc thiét 1ap. Hién chra co

céc dix liéu,

Chdéng chi dinh diing SIMBRINZA & tré so sinh va fré em dudi

2 tudi trong viéc lam giam &p lre ndi nhan khi mac glocom goc moé:

hodc ting nhan 4p ma khang d4p trng v6i thydc ha nhan ap don

tri liéu bdi vilo ngai vé an toan (xem muc CHONG CHI BINH).

Cach dung ?

Chi s dung dé nhé mét

Bénh nhan cin dwoc hwréng dan l&c ki lo thudc trurde khidiing.

An vao éng Ié miii va nh&m mét trong 2 phit gidip lam giam hap

thu toan than. Pong tac nay c6 thé gilp giél;n tac dung khong

mong mugn toan than va tang téc dung tai chd (xem muc CANH

BAO VA THAN TRONG). o ks &y

Bé tranh tap nhidm vao dau nho thude va dung dich thubc, can

than trong khéng d& dau nhd ciia lo thudc cham vao mi mal,

ving xung quanh hogc cac bé mat khac: Bénh nhan nén dugc

hwéng dan déng chét lo khi khong sir dung. 4 J

Co thé st dung ddng thoi SIMBRINZA véi cc thugc nho mat

tai chd khéc dé lam giam 4p luc ndi nhan. Néu diing hon mot

loai thudc nho mét, céc loai thudc nay phéi ding cach nhau it

nhatl1a 5 phat. L e

Huéng dan sir dung, xir Iy va hity bo

Khong ¢6 yéu cau dac biét.

CHONG CHI BINH 5 {25iy wEb

e Qua man véi hoat chét Qoag (l;at cir thanh phan {4 duge
40 trong muc Thanh phan ta duoc. -

. ?_)aﬁé m?’a?\ véi cac su\;?honamid (xem muc CANH BAO VA
THAN TRONG). - ‘ , ‘

» Bénh nhan dang digu tri bing cac thudc trc ché monoamin
oxidase (MAO) (xem muc TUONG TAC, TUONG KY CUA
THUGC). n

e Bénh nhan dang diing céc thudc.chdng trdm cam cd anh
huéng :dén dan truyén noradrenergic (nhur cac thuoc
chéng iram cam ba vong va mianserin) (xem:muc TUONG
TAC, TUONGKY CUATHUOC). = - .~ . .o .

*  Bénh nhan suy than ning (xem muc CANH BAO VATHAN
TRONG), 5

* - Bénhnhan nhiém toan chuyén héating clomau.

®  Tréso sinh vatré nho dudi 2 tudi (xem muc CANH BAO VA

_» THANTRONG) i s
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CANH BAO VA THAN TRONG

Thude nay khong dugc st dung qua dudng tiém. B&nh nhan
cin duge huéng dén khong nudt SIMBRINZA,

Tdc dung trén mat i |

SIMBRINZA chua dugre nghlén citu trn bénh nhén glocém gde
hep va khéng khuyén cdo st dung thudc cho céc bénh nhén nay.
Anh hudng 6 thé c6 cla brinzolamid trén n6i mé glac mac
chuwaduwoc nghién ctru & bénh nhan ¢d gidc mac bj tén thuong
(déc bigt & bnh nhéan o6 56 16 bao ndl mé thép). Bic biét, bénh
nhan deo kinh é&p trong chua dugc nghién cliu, khuydn céo
theo dai cén than cac bénh nhén nay khi dung brinzolamid vi
chét trc ché carbonic anhydrase ¢6 thé &nh hu'é'ng dén qué
trinh hydrat héa gidc mac va deo kinh ép trong 64 thé am thng
nguy co bénh gidc mac (xem huéng dén thém vB deo kinh &p
trong &@ muc “Benzalkonium clorid” bén dudi). Khuyén cdo theo
ddi cdn than bénh nhén ¢6 gide mac bj t8n thirong nhi bénh
nhén dai thao dudng hodic loan dudng giée mac.

Brimonidin tartrat c6 the gay phan ng dj (rng & mét. N&u xudt
hién phan (hg dj \thg, nén ngtrng didu tri; ‘
Phan trng qué man cham & méat da dwee ghi nhan véi brimonidi
tartrat voi mot s6 béo céo lién quan dén téng &p lwe ndi nhén,
Técdung ti8m tang sau khi ngitng didu tri véi SIMBRINZA chuwa
duoc nghién ctru. Trong khi thvi gian tac dung giam &p iwe noi
nhén ctia SIMBRINZA chua duro nghién ctru, t&c dung giam &p
lue ndi nhan cua brinzolamid du kién kéo dai 5-7 ngay. Tac dung
giam ap lwe ndi nhan cla brimonidin c6 thé kéo dai hon,

Tac dung toan théan ‘
SIMBRINZA c¢6 chita brinzolamid, mét chat (¢ ché
sulphonamid ciia carbonic.anhydrase va mac du dwoe ding tai
cho nhung thube dwec hap thu toan than. Cac loai phan tng
bét loi twong tw 6 lién quan dén sulphonamid c6 thé xay ra voi
dwong dung tai.chd. Néu xuét hién cac ddu higu phan ting
nghiém trong hodc qué man, nén ngirng str dung thudc nay:
R&i loan tim
Sau khi diing SIMBRINZA, sy gidm huyét &p nhe dwoc quan
sat & mot vai bénh nhan. Nén than trong khi dung SIMBRINZA
dong thoi véi céc thude khac nhur thudc ha huyét ap va/hodc
cac glyeosid tim hode trén bénh nhéan cd cac bénh tim mach
ning hodc khang 6n dinh vakhdng kgm so4t duwoe (xem muc
TUONG TAC, TUONG KY CUA THUOC). Y601 :
Nén than trong khisir dung SIMBRINZA cho bénh nhan bjtram
cam, thiéu mau ndo hodc mach vanh, héi chirng Raynaud, ha
huyét 4p thé dirng ho&c viém thuyén tic mach mau.

Réiloan c¢an béng acid-base $C
R@i loan cén b§ng acid-base da duwrge ghi nhan voi cac thude
(rc ché carbonic anhydrase duéng udng. SIMBRINZA c6 chtra
brinzolamid, mét chat trc ché carbonic anhydrase,, méc d
duing tai chdnhung dwoe hip thu toan than. Cac phan ing bat
loi clia céc thude tre ché carbonic duéng udng (nhr r8i loan
cén bang acid-base) ¢4 thé xuat hién khi dung tai chd (xemmue
TUONGTAC, TUONGKY CUATHUOC). ., . . . -
SIMBRINZA nénduoc sir dung than trong cho bénh nhén c6
nguy co suy than do nguy conhiém toan chuyen hoa cé the xay
ra, Chdng chi dinh dung SIMBRINZA cha bénh nhan suy than
néng (xem muc CHONG CHI BINH). }
Suy gan : ki
SIMBRINZA chua duroc nghién ctru trén bénh nhén suy gan;
nén than trong khi diéu tri cho céc bénh phan nay (xem muc
LIEU DUNG VA CACH DUNG). i
Surtinhtéo \ 3 ;
Cag thudc (re ché carbonic anhydrase dubng_u§ng 6 thé anh
huéng dén kha néng thure hién cac cong viéc dol hoi sir tinh tao
hoc doi héi s phdi hop gitra céc bd phan cla co'thé & bénh nhan
cao tudi, Thude nho mat SIMBRINZA duge hap thu toanthan yado
d6 anh hrdng nay c6 thé xuat hién khi diing tai chd (xem muc ANH
HUQNG LEN KHA NANG LAI XE VA VAN HANH M:Y MQG).
Tréem
B0 an toan va hiéu qué cla SIMBRINZA trén tré em va iré v
thanh nién tir 2 dén 17 tudi chira dugc thiét lap, Cae triéu
chi¥ng qua ligu brimonidin (bao gdm-mét ¥ thire, ha huyét ap,
giam trrong luc, cham nhip tim, ha than nhigt, tim tai va khd
1hé) d duoe ohi nhan & 1ré so sinh va fré nho dung thude nho
mat brimonidin, mét phan trong didu tri bénhtang nﬁén ap bé
sinh, Do d6 ch8ng cgl dinh dfmg SIMBRINZA cho tré em dudi
2 tudi (xem muc CHONG CHI B|NH),
Digu tri cho tré em 1tr 2 {udi irdy 1én (r?éc blét trong khodng tir
2-7 tudi va/hodic can ndng < 20 kg) khong dugre khuyén céo vi
lién quan dén tac dung ngoal y rén thén kinh trung wong (CNS)
(xem muc QUA LIEU VA CACH XU TRI),

Benzalkonium clorid . ) ,
SIMBRINZA c6 chi¥a benzalkonium clorid c6 thé géy kich tng
mét va da duoc biét co thé [am dél mau kinh 4p trong mém,
Tranh dé thudc tiép xuc véi kinh ap frong mam, B&nh nhan cn
dwoc huong dan thao bd kinh ép ‘trang trwéc khi dung
SIMBRINZA v& doi it nhét 15 phit trurée khideolal, — * '~
Benzalkonium clorid dé dugc ghi nhan géy kich tng va cdc
triéu chitng khd mét va ¢6 thé anh hudng dén mang nuréc mat
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va b& mit gidc mac. Nén st dung thén trong trén bénh nhan
khd matva trén bénh nhan c6 thé bj ton thurong gidc mac. Bénh
nhan nén duwoc theo ddi khi digu tri kéo dai.

TUONG TAC, TWONG KY CUA THUGC

Khdng c6 nghién ctru trang tac thudc déc hiéu dugg thuc hign
véi SIMBRINZA.

Chéng chi dinh dung SIMBRINZA cho bénh nhan dang ding
céc thubc trc ché monoamin oxidase va bénh nhén dang dung
céc thuéc chdng tram cam c6 anh hwdng dén dan truyén
noradrenergic (nhur céc thudc chdng trdm cam ba vong va
mianserin), (xem muc CHONG CHI B|NH). Thudc chdng tram
cam ba vong c6 thé 1am gidm dap (ng ha nhén dp cua
SIMBRINZA.

Nén than trong do kha néing t4c dung céng hgp hodic téc dung
ting curdng trc ché than kinh trung wong (nhu rwou, cac
barbiturat, d&n chét thudc phién, thudc an than hodc thude
gay me). _

Khong c6 c4c di¥ liéu v& ndng 46 c4c catecholamin trong tuiin
hoan sau khi diing SIMBRINZA. Tuy nhién, bénh nhan dung cac
thudc anh hudng d@8n chuyén héa va hdp thu céc amin trong
{uan hoan (nhir chlorpromazin, methylphenidat, reserpin, cac
thudc (rc ché 1i thu hbi serotonin-noradrenalin) can than trong.
Nhém chét chiivan a-adrenergic (nhu brimonidin tartrat) co the
lam giam nhip tim va huyét 4p. Huyét 4p gidm nhe da dugc ghi
nhan & mét s6 bénh nhén sau khi dung SIMBRINZA. Than
trong khi st dung céc thude nhur thuSc diBu trj tang huyét ap
hogc c4c glycosid tim ddng thiri véi SIMBRINZA.

C&n than trong khi b4t dau (hokc thay d6i lidu) thudc diing dbng
théri ¢6 tac dung toan thén (khong phan biét dang bao ché) cé
thé trong tac véi chét chi van a-adrenergic hodc anh huéng
dén tac dung cia céc thuSc nay nhur hiép ddng hodc déi khang
véi thu thé adrenergic (nhu isoprenalin, prazosin).

Brinzolamid 1 mét chét (rc ché carbonic anhydrase mdc di
diing tai ché nhirng dtroc hép thu toan than. Réi loan can béng
acid-base da dwoc ghi nhan véi cdc thude (rc ché carbonic
anhydrase durdmg udng. G&n can nhéc dén kha néng twong tac
& bénh nhan dung SIMBRINZA. ' f !

C6 kha nang ¢ tac dung hiép ddng trén tac dung toan than d4
duoc biét clia chét (rc ché carbonic anhydrase & bénh nhan dung
métthudc tre ché carbonic anhydrase dudn%uc’)ng v4 brinzolamid
duing tai chd. Khong khuyén cdo st dung dong thoi SIMBRINZA
v&i céc thude tre ché carbonic anhydrase dudmg uéng.

Cac isozym cytochrom P-450 tham gia vao qué trinh chuyén
héa brinzolamid bao gdm CYP3A4 (enzym chinh), CYP2A6,
CYP2B6, CYP2C8 va CYP2C9. Du kién céc thudc trc ché
CYP3A4 nhu ketoconazol, itraconazol, clotrimazol, ritonavir va
troleandomycin s& tc ché qua trinh chuy&n héa clia brinzolamid
théng qua CYP3A4. Can than trong khi duing ddng thi véi cac
thudc (rc ché CYP3A4. Tuy nhién, khdng c6 sur tich liy
brinzolamid do thai trir qua than [a con dwdng théi trir chinh.
Brinzolamid khong trc ché cac isozym cytochrom P-450.

Tinh twong ky

Khéng ap dung. ,

PHU NU’ CO THAI, CHO CON BU VA KHA NANG SINH SAN
Phu nit cé thai _

Khong cé hodc ¢ rat it cac dir liéu vé si dung SIMBRINZA cho
phu nit ¢d thai. Brinzolamid khdng g4y di tat thai trén chudt cdng
va tho sau khi dung dudng toan than (nudi an qua éng théng).
Cdc nghlén ettu trén dong vat véi brimonidin dudng udng khéng
cho thay anh huréng ¢6 hai trirc ti8p dén ddc tinh sinh san. Trong
céc nghién ciru trén dong vat, brimonidin qua dwgc hang rao
nhau thai va di vao tuan hoan ctia thai nhi véi mire da han ché
(xem muc DU’ LIEU AN TOAN PHI LAM SANG).

Khong khuyén cao st dung SIMBRINZA trong théi ky ¢6 thai
va cho phu ni¥ ¢é kha nang mang thai khong st dung bién phap
tranh thai.

Phu nit cho con bii

Chuard ligu SIMBRINZA dung tal ché c6 bai tiét vao stra ngudi
hay khong. Cac dir ligu dwgc luc hoc/dc tinh trong céc nghién
clru trén ddng vat cho thdy sau khi diing dudng uong, nong do
10i thiéu cua brinzolamid da duoc fim thdy trong sira me.
Brimonidin ding duéng udng dugc bai tiét vao sra me,

Khéng nén sir dung SIMBRINZA cho phu nit dang cho con b,
Kha néng sinh san

D liéu nghién ctru phi 1&m séng khdng cho thay bat ki anh
huéng nao ciia brinzolamid dén kha néng sinh san. Khéng ¢6
dit liéu danh gia anh hirdng cia SIMBRINZA dung tai chd dén
kha ndng sinh san & nguroi. ;
ANH HUONG LEN KHA NANG LAI XE VA VAN HANH
MAY MOC - ‘
SIMBRINZA &nh hurdng vira phél dén kha néing I4i xe va vén
hanh may méc.

SIMBRINZA c6 thé gay chéng mit, mét mdi va/hodic budn ngd,
do d6 ¢6.thé anh hirdng dén kha néng lai xe va van hanh may
mac. Nhin mo tam théri hogc cac rdi loan thjlwe khac ¢6 t!lé’ énh
huéng dén kha néng l4i xe ho3ic van hanh mdy mdc. Néu nhin
mdr xu#t hién sau khi nhé thude, bénh nhan can phai doi dén
__ khinhin 15 triréc khi 14 xe hogic van hanh méy moc.

#an
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Céc thubc trc ché carbonic anhydrase dudng udng c6 thé 1am
glaém kha ﬁénrg thufcljlénécég é:br[:ga vltec doi héi{;;]té ténh\téo hodc
chn sl a cAC n trong co nauedi
8] (xorm muc GANH BAO VA THAN TRONG), o 0! ¢80
PHAN U'NG BAT LOI

Tom tét céc d(r liéu an toan ,

Trong cdc nghién ctru [am sang lidn quan dén SIMBRINZA v6i
1i8u 2 |1An/ngay, cc phan (ng bét lof phé bién nhét |4 sung
huyét mét va céc phén (g dj ing mat xay ra & khodrg
6-7% bBnh'nhan, va r6i loan v] glac (v d8ng hodc vj bdt thudng
trong migng sau khl nho thudic) xay ra & khodng 3% bénh nhén,
BAnd tom tht c4¢ phén eng bét loi: : ;
Cée phan rng bét lgl dudi day dugc ghl nhan tir céc thir
nghiém 1am sang vol SIMBRINZA v libu 2 Ihn/ngay va trong
céc nghidn ctru [am sang va glam sét hdu mai véi cac don
thanh phan brinzolamid va brimonidin, Céc phan (mg bét lyi
duroc sap xép theo quy 1r6¢ sau: phd bién (= 1/10), thuomg gap
(> 1/100 dén <1/10), it gép (21/1.000 dén <1/100), hiém gép
(21/10.000 dén <1/1.000), rat hiém gép (<1/10,000) hodc chura
16 (khong wée tinh duwoec tir cac dit lidu hién cé). Trong méi
nhdm tan sudt, cdc phan tng bat loi dwge trinh bay theo thir

mtrc d6 nghiém trong giam dan.

Phan loal hé co quan

Cé4c phéan rng bat loi

Nhiém triing va nhiém
ky sinh triing

It g&p: viém miii hong?, viém hong?,
viém xoang?
Chtra rg: viém miii2

Roi loan méu va hé
bach huyét

It gép: gidgm hdng cau?, clo mau
tang?

Ré1 loan hé mién dich

It géip: qua m&n?

Réi loan tam than

|ham mudn ftinh duc?, ac mong?,

It gdp: ther 02, tram cam??, tam
trang chan nan?, mat ngd', gidm

cing théng?

Roi loan hé than kinh

"|van dong?2, mét tri nhé2, suy gidm tri

' |Bét hiém gép: ngét? _
..|Chua r6: run2, gidm xuc giac?, mat
_|vigiac?

Thudng g&p: buon ngd’, chong
méat3, réi loan vj giac’
It géip: dau dau', réi loan chirc ning

nh¢?, dicam?

Rdiloanthigidc -

" |mac?; ‘dau mat!; khé chiu & mat,
- /|nhin mo71, thi lwe bat thuong?, sung
huyé&t mat!, két mac téinhot?

Thirdng g&p: di tng mAt!, viém gidc

It gdp: mon gide mac!, phl gidc
mac!, viém b& mi Y, lang cdn & gidc
mac (c4c chét Iang-&: gidc mac), rdi
loan két mac (c6 nhi)!, so- anh
sang', hoa mat!; sung mat2, phit mi
mat!, phi két mact, kho mat', tist gi
mat!; gidm thi lwe!, tang chdy nwéc
mat!, méng mat2, ban dé & mi mat!,
viém tuyén meibomian?, nhin dai2,
16a mat?, gidmcam gidc & mat?, sic
16 clng mac?, u nang giac mac?,
cdm gide bat thudng trong métl,
moi mat! :

Rat hiém gép: viém mang bd dao?,
co dong td

Chua r6: 18i loan thi giac?, rung
16ng mi?

Ral loan tal va mé dao

It gdp: chéng mt!, U tai2

Rél loan tim

{t gdip: suy hé hap2, dau that nguc?,
loan nhip tim3, danh tréng nguc33,
nhip tim bat thudng?, cham nhip
tim#3, nhip tim nhanh?

Réi loan mach

It géip: huyét &p thép!
Rat hiém gép: tang huyét 4p8

R61 loan hd hép, long
ngwe va trung that

It gdip; khd thé, phé quan qua manz,
dau hong haw, khé hong', ho?, chay
mau cam?, tic nghén dudng ho hdp
tr8n?, nghet mal, chay nudc mii2,
kich ttng hong?, khé mii', chay dich
miii sau', hat hoi?

Chura rd; hen phé quan?

Rél loantiéu héa

Thudng gdp: khé miéng?

ltgép: khé tiéu, viém thuc quan?; khé
chju vlng. bung, tidu chay?, ndn2,
budn non', tang nhu ddng rudt2, day

hoi?, té miéng?, di cam miéng’
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Réi loan gan mét Chura ré: xét nghiém chirc néng gan

bét thudng?
R8I loan da va mbd|ft gip: viém da tiép xic'; néi md
duwéida : day?, ban d6%; phat ban ¢6 myn nho
& da?, ngira toan than?, rung;t6c?,
céng da®
Chua 6; phi matd, viém, da®3,
phét ban?3
R6i loan co' xXrong va/t gap: dali lung?, 60 thit 6o?,
mb lién két dau co?

Chura 16 dau khd'p?, dau dau ehi2

R6I loan than va ti8t(/z gap: dauthan?
niéu |Chuwaré: daniéu?

R6i_loan hé sinh sén|ft gdp: rél loan chirc ndng ctrong
va [6ng ngue duwong?

RGi loan chung va tai|/t gap: dau?, bét thuong & ngue?,
vi tef dwa thude cam gidc bét thuong?, cam giac bbn
chon?, burt rirt2, ton I thude! :
Chua ro: dau nguc?, phu ngoai
_ bign2s i

1 phan tmg bét o duoc ghi nhan véi SIMBRINZA
2cdc phan tng bét loi bé sung duoc ghiinhah khi ding don

thanh phan brinzolamid
3cdc phan 1trng-bat loi bé sung duoe ghinhéh khi dung don
thanhphanbrimonidin
M@ ta céc phanrng bat loi chonloc
Loan vi ﬂgiéc [a phan (*ng bat loi toan than thudng gép nhét lién
quan dén sir dung SIMBRINZA (3,4%). Phan itng nay xay ra do
thudc di qua dwong mii hong va chii yéu do thanh phan
brinzolamid cta SIMBRINZA. “1 o

nv&o dng lé mii hodc nhdm mét sau khinhd thudcicd thé lam
giam téc dung bat loi nay (xem muc LIEU DUNG VA GAGH
DUNG). i ot Selosni
SIMBRINZA chira brinzolamid 12 mdt dan chatsulphonamid c6
tac dung (rc ché carbonic anhydrase dugc hap thu toan than:
Tac dungitrén tiéu héa, hé than kinh; huyét hoc, than va.chuyén
hoéa lién quan chii yéu dén cac chét (rc ché carbonic anhydrase
toan than. Céc tac dung khdng mong mudn ciing loai duoccho
1a do cac chét.trc ché carbonic anhydrase gay ra c6 thé xuét
hién khi digu tri tai chd. . > At
Céc phan irng bét Joi thudmg gdp lién quan dén thanh, phin
brimonidin clia SIMBRINZA bao gdm céc phan ting di trng-&
mét, mét moi va/hodc bubn ngu va khé miéng. S dung
brimonidin lam gidm nhe huyét 4p. Mdt s8 bénh nhan khi ding
SIMBRINZA bi giam huyét ap tuong ty khi-dung brimonidin
don thagh phan. . S
QUA LIEU VA CACH XU TRI : , At
Néu.qué lisu SIMBRINZA xay ra, diéu tr| qué liéu bao.gom digu
tri hb tro va diu tri triéu ching. Bueng thé cia bénh nhannén
duoc duy tri, & e 4 ialoenid
Do thanh phan brinzolamid ciia SIMBRINZA, 161 [oan dién gii;
tinh trang nhiém toan va sy Anh hudng dén hé than kinh,co thé
xay ra. Cn theo ddi ndng dd céc chit dién giaj trong huyét
thanh (dac biét kali) va pH mau. F AL T () T LIHE
Théng tin v& bién 3 khi nudt phai thanh phan brimonidin trong
thuéc nhd mat SIMBRINZA & ngudi I6m con rat han ché, Phan
trng batloi duy nhat duoc ghi nhan cho dén hién nay a ha huyét
4p.Paco bao cao sau ha huyét ap laténg huyét dp doi nguoc|ai.
Qua ligu dwong udng clia céc thube cha vén alpha-2 da dugc
bao Gao gy ra céc triéu chitng nhut ha huyét ap, suy nhuog,
nén, lo mo, budn ngt, nhip 1im.chém, loan phip tim, co dong 1,
ngung thd, gidm trgong lue, ha than phiét, suy ho hap va co giat.
Tréem ‘
Céc phén (ing bt loT nghiém frong duré] day sau khi bénh phan
nhivey nu‘o’i'phéi thanh phén brimonidin trong SIMBRINZA d4
dirre bao cao. CActriéu chirng bao gom tre ché than kinh trung
wong, hon mé tam thoi hodc giam y thirc, hon mé, buon ngd,
giam trrong le, nhip tim cham, ha than nhigt, xanh xao, suy hg
hép va ngirng 1he, can nhap vién dé cham soc ddc bist va dat
ndi khi guan néu ¢6 chi dinh, Cac bénh nhan dwore bao cdo d3
hdj phuc hoan toan, thuong trong vong 8-24 910
PACTINHDUOCLUCHOC " _
Nhom dwoc 1y: Thude nhan khoa. ThuGc ¢hdng glacom vé co
dong t. St ' '
Ma ATC: SO1EC54
Co ché téc dung ;
SIMBRINZA chira hai thanh phan hoat ¢hdt: brinzolamid va
brimonidin tartrat. Hai thanh phén nay [am ha nhan _ég (I0P) &
bé&nh.nhan glocom gdc m& va téng nhan ap. (OHT) bdng cach
{6 ch& hinh thanh thé dich tir qué trinh hinh thanh thé dich & thé
mi trong mét, Méc dil ca brinzolamid va brimonidin 1am ha nhan
ap b&ng cach trc ché hinh thanhth& dich, co ché téc dung cia
ching la khac phau. A o A0 1A
Brinzolamid irc ché enzym carbonic anhydraseé (CA-ll rong bigu

mbd thé mi lam giam sut hinh thanhcac ion bicarbohat voi viée
giam natri vavan chuyén thé dich qua biéu mo thé mi, dan dénlam
giam st hinh thanh thé dich. Brimonidin, chét chi van alpha-2
adrenergic, (rc ché enzym adenylyl cyclase va tre ¢hé sw hinh
thanh phu thuée cAMP clia thily dich. Hon nira, dung brimonidin

cothé dAn dén tang luu lrong chay thoat quamacthe,
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Tac dung dwoc luc hoc -

Hiéu qua va tinh an.todn trén lAm sang | .
Dontriliéu iy | . \
Trong mdt nghién ctru 1&m sang trong 6 thang, 66 461 chiing bao
gdm 560 bénh nhan mac glécom géc M, (bad gdm cé ting nhan
ap gia tréc vy holic hol chirng phén tan sac t6) va/hodc céc
bénh nhén tang hhan &p khong'diroc kiém soat 16t, theo danh
gid clia nghién cttu vién, béing don trj li8u hoge dd diing hhidu
thu6e ha nhan &p va nhirng bénh nhan ¢6 nhén 4p trung binh ban
ngay trurdc didu tri 14 26 mmHg, tac dung ha nhan &p frung binh
ban ngay cia SIMBRINZA dung 2 lén/ngéy?é khoang 8 mmHg.
Hiéu qua vurot trdi c6 y nghia thong ké vé tdo dung ha nhén dp
trung binh ban ngay duge ghl nian véi SIMBRINZA so vél
I__Jnnzo@mld]o mg/m| Hodc brimonidin 2 mg/ml [i8u 2 |An/ngay
0 cac [an tham kha trong nghisn cttu (Hinh 1).

Hinh 1, Tée dung ha nhén &p trung binh ban ngay (tal
thoi diém 9 gio séng, + 2 gid, + 7 gid) so véi trwde
(mmHg) - tir cac y&u té clia nghién ciru

= SINBRINZA ‘o Brieolamide & Brimonidina

Tubn i 2 Tbnthies Thing thir 3 Thiing thivé

=188 =18 1=172 =176 naids

2].-

~&4-

Mtre ha hhiin 4p trung binh (mm#g)

%

B

# Binh phurong i thiéu tir mb hinh thong ké tinh cho don vi
nghién cutu, phan tang dra trén nhan dp nén do ltic 9 gicr séng

va nhan dp trong trng & cdc bénh nhan nay. el Y
Sur khéc biét v& diéu trj (gidta thudc nho mat SIMBRINZA véi
firng don thanh phan) c6 y nghia thong ké vdi p < 0,0001 |
Ha nhén &p trung binh so v&i ban dau tai méi thyi diém & mdi
[an'tham kham cao hon véi SIMBRINZA (6 3én 9 mmHg) so véi
don tri liéu bang brinzolamid (5 dén 7 mmHg) ho#c brimonidin
(4 dén 7 mmHg). Phan trAm nhan ap gidm trung binh so v&iban
d4u ctia SIMBRINZA dao d6ng tir 23 dén 34%. Phan tram bénh
nhén ¢d ha nhan ap dwéi 18 mmHg & nhém ding SIMBRINZA
lénhon & nhém dung brinzolamid & 9 trong 12 danh gia'vao
thang thtr 6 va Ién hon nhém ding brimonidin trong tat ca
12 danh gia vao thang thi 6. Tai thoi diém +2 gid (thoi gian
twong (rng véi hiéu qua dinh vao budi sang) cla cac [an danh
gid chinh véo thang thi 3, ty 16 phan trdm bénh nhan ha nhéan
apdurdi18 mmHg 1261,7% & nhom diing SIMBRINZA, 40,1% &
nhém dung brinzolamid va 40,0% &:nhom diing brimonidin. |
Trong mét nghién ciru 14m sang trong 6 thang, c6 déi ching)
khong kém hon duge thire hién trén 890 bénh nhan glocom
g6c mé& (bao gom caténg nhan ap gia tréc vay hodc hoi chitng
phan tan s&c 16) va/hoaccac bénhnhan ting nhan 4p khong
duoc kiém soat t6t, theo danh gia clia nghién ctru vién, bang
don tri liu hoc da dung nhiéu thudc ha nhén dp va nhitng
bénh nhancé:nhan aptrung binh ban ngay trurére digu tri tir 26
dén 27 mmHg, mirc do khéng thua kém cua SIMBRINZA so voi
slr dung ‘dong thdi brinzolamid 10 mg/ml phdi hop vol|
brimonidin 2 mg/ml da dugc chirmg minh & tét ca céc [an thém
kham trong nghién ciru véi tac dung ha nhan ap trung binh bar;{
ngay so voi tredre digu tritwong tng (Bang 1),

Bang 1. S0 sdnh su thay déi nhan ap trung binhban
ngay (mmHg) so véi trurae diéu tr - nghién ciru khang

d . Rk ot b0y el
Lan khdm | SIMBRINZA |Brinzolamid +| Khéc biét
Trung binh? | Brimonidin Trung binh?
Trung binh? | (Khoéng tin

il | cdy 95%)
Tuanthir 2 | -8,4 (n=394) | -B,4 (n=384) |:-0,0(-0,4;0,8)
Tuanthr8 | -8,5(n=884) | -8.4{n=377) |-01(-0,4;0,2)
Théngihir 8| -8,6 (n=384) | -8,3 (=878) |-0.1.(:0,5:0,2)
Thang thir 6] -8,1 (n=348) |- -8,2 (n=330) | 0,1 (-0,3;0,4)'
a Binh phuong 16i thiéu tir mé hinh théng ké tinh cho | trl
nghién ciu, phan tang dya trén nhén &p ban ddu do e 9 gicy
séng va rihan ap fuong tng & cég bénh nhén nay.
Mirc do giam phan &p rurg binh 50 Vo1 trurdc didu | tal méi the/|
diém-& moi-lan tham kham ctia SIMBRINZA hode cac than
phan don [& st dyng két hop I turong tu nhau (7 dén 10 mmHg)
Phén trém ha nhan dp trung binh 'so véi truéc diéu tri cu
SIMBRINZA dac dong tir 25%dén‘37%. Phan trdm bénh nhan
c6'nhan ‘ap dudi 18 mmHg & nhém diing SIMBRINZA turong tu
v6i nhém diing brinzolamid + brimonidin & c4c 1an danh gia vao
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cling thd1 diém thang thir 6. Taithvi diém +2 giéy (thdv gian trong
(g voi hiéu qua dinh dat dwoc vao budi sang) trong céc fan
tham kha&m chinh vao thang thi 3, 1y 18 phan tr&m bénh nhan ¢6
nhén ap dudi 18 mmHg 14 65,6% & nhém diing thudc nhd mat
SIMBRINZA va 63,7% & nhdm duing brinzolamid +brimanidin.
Dibu tri hd tro i
Dir figu 1Am sang v8 viéc strdung SIMBRINZA trong diu tri hd tro
véi céc chét trong ty prostaglandin (PGA) cting cho thay hiéu
qué ha &p lue ngl nhan vurot troi cua SIMBRINZA + PGA so véi
PGA don ddc. Trong nghlén ciri CQVJ499A2401, SIMBRINZA +
PGA (vl dy travoprost, latanoprost, hodc bimatoprost) da chirng
minh hiéu qua ha ép Iire ndi nhan vurgt trél so véi gid dirge + PGA
sau 6 udin didu "& 80 v the diém ban dau, véi st khéc bigt trong
didu tr| v& thay ddi trung binh trong mé hinfi didu chinh trong vic
ha &p Irc ndi nhan ban ngay 14 3,44 mmHg so véi theri didm ban
dau (95% Cl, -4,2, -2,7); gid tri p <0,001) } {
Dir liéu 1am sang v viéc sir duhd SIMBRINZA trong didu trj h
tro véi dung dich nho mét phdi hop lisu ¢8 djnh travoprost:
timolol maleate ¢ing chothay hiéu qua ha 4p Iwre ridi nhan virot
troi clia SIMBRINZA® + travoprost-timolol maleat’ o véi
travoprost-timolol maleat don déc. ‘Trong - righidn ctru
CQVJ499A2402, SIMBRINZA + travoprost-timolol maleat d4
chtthg minh hiéu qué ha'ap lue ndi nhan virat {rdi so vai thudc
nhé mét gia duroc + travoprost-timolol maleat sau 6 tusin digu tri
80 vdi thoi diém ban dau, véi s khée biét trongidisu trj vé thay
ddi trung binh trong mé hinh di8u chinh trong viéc ha‘ap Iwc ndi
nhan ban ngay 1a 2,15 mmHg so véi thei diém ban dau (95% Cl,
2,8/'1,5;gla tri p <0,001). , i 2 (1OF
Hb so an toan clia SIMBRINZA trong didu fj hé tr tirong tu véi
ho so quan sét dugc trong didu tr don tri liéu bang SIMBRINZA.
Khéng ¢6 su khac biétva tinh hiéu qua va an toan trong disdu tri
hé tro $au 6 tuan, ' ‘
Tré em <lif s ;
Hi ddng Durge ph&m Chau Au min viéc bit bude phai nop k&
qua nghién ctru clia SIMBRINZA trén t4t ca cac nhémtréem
trong diéu trj glocom va téing nhian ap (xém mu‘c‘LIEU DUNG VA
CACH DUNG d8 c6 thang tin vé viéc st dung & tré em).

DAC TINH DUOC PONG HOC -

Hép thu : _
Brinzolamid durgc hép thu quia gide mac sau khi nhd mét, Hoat
chét nay ciing duroc hap thu vao tuain hoan chung sawda thude
lién:két manh voi carbohic anhydrase ciia héng cau. N&ng dé
thudc trong huiyét tirong rét thap. Thoi gian ban thai trong méu
kéo dai (>100 ngay)'& ngudi do thudc lién két véi carbonic
anhydrase hong cau.: < i - i _ ‘

Brimonidin duoc h&p thu nhianh vao mét sau khi dungtai chd.
Trén tho, nong do toi da trong mét dat dwoc duwéi 1 gior trong
hau hétcac trrerng hop. Nng d6 dinh trong huyét trong nguoi
Ia-< 1"ng/ml-va-dat'due'c trong vong < 1 gi¢. Nang d6 thuge
trong huyét trong gidm véi chu ky ban thai khodng 2:3 gio:
Thude khéng tich liiy khi dung dai ngay. ? >
Trohg mdtighién ctru [am sang diing durdng nhd mét, so sanh
dirge'déng hoc toan than ¢ trang thai 6n dinh cia SIMBRINZA
dling 2 hodc 3 lan/ngay véi brinzolamid va brimonidin ding
don’dge voi eling mirc lidu, duoc dong hoe trong mail clia
brinzolamid va N-desethylbrinzolamid & thuéc két hop trong
tw brinzolamid duing don déc. Tuong tir, dwoc déng hoe trong
huyét trong @ trang thai 8n dinh ¢ua brimonidin dang kéthop
twong ty két qua ghi nhan duoc khi ding brimonidin don doc
ngoai trir & nhém diing SIMBRINZA 2 lan/ngay; & nhom: nay
AUCq 45 g triing binh thap hon khodng 25% so véi khi diing
brimonidin'den dfc 2 lan/ngay. y . BV A
Phan b ‘ : !
Céc nghién ciru trén thd cho théy ndng d4 dinh ctia brinzelamid
taj mat sau khi duing tai chd trong céc mo truére nhie giac mac;
két mac, thily dich, va thé mi - mdng mét. Thuc duoc lvu git
kéo dai trong ¢ac mé & mat do lién két véi carbonic anhydrase.
Brinzolamid lién két vira phai (khoang 60%) véi protein huyét
twong nguoi. ) 132 B QT - '
Brimonidin cho thay i luc véi cac md séc t6 & mét dic bigt &
thé mi~ méng méat do dac tihh:gan két véi melanin d4 biét. Tuy
nhién, dir li8u an toan 1&m sang va philam sang cho thay thude
dugc dung nap tét va an toan khi dung lau dai.

Bién ddi sinh hoc ‘ R 0 e
Brinzolamid duoc chuyén héa boi cde isozym ‘cytochrom P450
tai gan, déc bigt 1a CYP3Ad, CYP2A6, CYP2B6, CYP2C8 va
CYP2C9. Chat chuyen héa ehinh la N-desethylbrinzolamid sau
d6 la cac chét chuyén hoa N-desmethioxypropylva O-desmethyl
cling nhw' dén chét acid N-propionio durge hinh thanh béi qua
Irinh oxy hda nhénh N-propyl cua O-desmethyl brinzolamid.
Brinzolamid va-N-desethylbrinzolamid' khéng- v 'ché isozym
cytochrome P450 & hting dg cao hon it nhat 10014 idng do téi
da trong tuiin hoan. £ i
Brimonidin drge chuyén héa marih b aldehyde oxidase gan;
vél'sir‘hinh' thanh cta’ 2:oxobrimonidin, ‘3-oxobrimonidin va
2,8-dioxobrimonidin'la cac ¢hat chuyén héa chinh. Oxi’hoa
tach vong imidazolin thanh/5-brome-6-guanidinoquinoxalin
cting da duge ghi nhan, " b UL 3 P
Thai trir A SO0
Brinzolamid duoc thai trif chi yeu qua nuéc'tigu dudi dang
Khohg bién a61. Trén ngvai, brinzolamid va N-desethylbrinzolamid
trong nuwrérc tiéu chiém trong tng khoang 60% va 6% ligu dung,

_..Dit ligu trén chudt cho thdy thudc thai trir mot phan qua mat
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(khoang'30%), chu yeu du'ei dang cac chat chuyén hoa.
Brimonidin tartrat dttoc théi trit chil yéu trong nudc tiéu duéi
dang c4c chét chuyén héa. Trén chudt va khi, cac chat chuyén
hda qua niréc tiéu chiém khoang 60% dén 70% lidu diing
dwdng uéng hode dudng tinh mach. el )
Sur tuyén tinh/khong tuyén tinh

Durge dong ho 6lia brinzolamid c6 lién quan khang tuyén tinh
do thuBc'¢6thé gén béo hoa véi carbonic anhydrase trong mau
{ulin hoain chung v nhidu mé khéc, Ndng d thudc trong tuan
hoah & trang thal 6n dinh Khéng tang ty 18 véilidu, Nguroé lai,
brimonldin ¢4 dugre dong hoc tyén tinh trong khodng ligu digu
it} trén [Am sang. ' AL
Twong quan dwge dong hge/dwoe e hoc

SIMBRINZA ¢6 xu huréng tao durig tai mat, .
Panh gid ndng do thudc trong mat ngudi & lidu c6 hiéu qua
khong thure hign durge.

Twong quan duge dong hoelduge. lue hoc dira thude trén
ngudi V6i téc dung ha nhan dp chire dugre thye hien,

D6 twonhy dac bist khac ,

Céc nghién 6(lr @8 xac dinh anh huéng clia tudi, chiing toe va
suy gan hodc suy than chua duge thire hign véi SIMBRINZA.
Mot nghién cbu v& brinzolamid trén ngudi Nhét so véi cac
bénh fihan khong phal 1a ngudi Nhat cho théy cée théng sd
tirg'c dbng hoc todn than caa thude trén 2 Ahom rigudi nay 1a
{wong t¢ nhau. Mét nghién cliu vé brinZolamid trén' caé bénh
nhan suy than da ching minh nong dd brinzolamid va
N-desethylbrinzolamid toan than tang 1,6 dén 2,8 lan-giira
bénh nh&n khong sty than va bénh ritian suy than & mirc 46
{runig binh. Nong do thuo va c4c chét ehuyén hoa trong hong
6au & trang thal 8n dinh ting khéng tre ché téc dung cia
carbonic‘anhydrase hdng ciu t6i mtre néng do lién quan dén
tac'dung khéng mong muén todn than. Tuy' nhién, khongd
khuyén c4o st dung thuéc dang phdi hop cho bénhinhén suy
than'ndng (dd thanh thai creatinin< 30 ml/phdt).

NOng dd ti da Cpay, dién tich duwéi dudng cong AUC va thdi
gian ban thai cia brintonidin & nguai cao tudi (>65 tudi) twong
1P & nguedi tré. Anh-hi'dng clia suy gidm ehire ndng ganvathan
dén'dwoc ddhg’hot toan than clia brimonidin chua dwoe danh
gid. Néng dé brimonidin toan than th4p sauw khi dung rh6 mat
taichd, su thay dii nbng do thudc trong huyét twong duroc
mong dgikhong lién quan dénbiéu hién trén lam sang.

Tréem pid ._‘.."’, 3 i | ‘l 13 . 8 il 4
Dugc dong hoc toan than clia brinzolamid v& brimonidin, dting
don doc hodc két hop trénbénh nhan'nhi chiradiree nghién clru.

DU LIEU'AN TOAN PHI LAM SANG
Brinzolamid " " T - '

i Tiéu fign 1am'sang cho thdy thude khng gay nguy hiém
st 'ngudi dua trén cac nghién clruthéng thudng vé
duoé lyan todn, ‘daG tinh li8u 1ap lai, dée tinh trén gen va kha
nang gayungthw. - vl :
Anh hurtng 'den kha naing sinh'san tién lam sang va cac nghién
ciry doc'tinh tién'trién ‘da duoc ghi nhan chi trong trrong. hop
néing do thudc trong tuanhoan vuretquandng dé thudc tdi datren
nguicho théy itco lién quandén st dung trén lam sang. Trén thé;
thudc diing durdng uéng, ddc tinh trén co thé tho me, liéu
brinzolamid 18h' dén 6 mg/kg/ngay (9ap 261 lan lidu hang ngay
duoc khuyénicéo trén 1am sang 12 23 jig/kg/ngay) khdng cho thay
anh hudng dén sw ph§l trién cua thai nhi. Trén-chudt cong & mike
ligu 18 mg/kg/ngay (gap 783 Ian ligu hang ngay duoc khuyéncao
trén [&m sang), nhung &liéu 6 mg/kg/ngay, thude lam gidm nhe'sw
Xuonghoa hop so va xueng te cla thai nhi. : :
Oéc két qua nay o6 lién quan dén sur nhiém toan chuyén héa va
giam trong Irgng ¢o thé me va gidm can nang ctia thai nhi: Ligu
lién quari déh giam can nang cla thai nhi 42 dwroc ghi nhan trén
céc chuot con khi chugt me dung lidu ttr'2 dén 18 mg/kg/ngay.
Trong thoi glan cho con ba, ligu khong gay &nh hudng bét loi
trén chudt con'la’s mg/kg/ngay. : ¢
Brimonidin = W3 SR g
Dir fiéu tién 14m sang chothdy thudc khdng gay nguy hism die
biét cho nguoi dura trén cac nghién cirl thong thuromng vé an
toan dugc Iy, doc tinh lisu |3p lai, dge tinh trén gen, kha néng
gy ung thu, ddc tinh trén sinh'san va phat trién. 0
HANDUNG '/ "

24 thang ké tir ngay sén xuét,

Khong durg'c dung sau khi mé I 1 thang.
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