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\_Thudc nay chi ding theo don thudc.

\. D¢ xa tam'tay tré em.

\\\B\chlij‘/’jmé'ng din sir dung truéc khi ding.

Thong bdo ngay cho bic sy hoiic dwge sy nhitng phan tng c6 hai gip phai khi sir dung thube.

THANH PHAN
Thanh phan hoat chit:

Mdi ml chita Brinzolamid 10 mg va Brimonidin tartrat 2 mg (tuong duong v&i Brimonidin 1,3
mg).

MGéi lo 5,0 ml chira Brinzolamid 50 mg va Brimonidin tartrat 10 mg (twong duong véi Brimonidin
6,5 mg).

Thanh phan ta dwoc:

Chdt hdo quan: Benzalkonium clorid (0,03 mg/ml)

Propylen glycol, carbomer 974P, acid boric, mannitol, natri clorid, tyloxapol, acid hydrocloric
vvhodc natri hydroxyd (dé diéu chinh pH) va nude tinh khiét.

DANG BAO CHE
Hdn dich nho mit.

Hén dich vo khuan, dong nhat, mau trang dén tring nga, pH 6,1 — 6,8, do thdm thu 235 dén 310
mOsm/kg.

CHI PINH

Giam ap lyc ndi nhan (IOP) ¢ bénh nhédn ngudi lon bi glocdm géc md hodc ting nhin ap ma
khong kiém soat ddy di dugc nhan ap bang don tri lidu (xem muc DPAC TINH DUGC LUC
HOCQ).

LIEU DUNG VA CACH DUNG
Liéu dung

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

Liéu dugc khuyén céo 1a mét giot thude nhé mét SIMBRINZA vao mét bi bénh hai lan/ngay.

Suyv gan va/hodc suy thin

SIMBRINZA chua duge nghién ctru trén bénh nhan suy gan, do d6 than trong khi ding thudc
cho dbi twong bénh nhan nay (xem muc CANH BAO VA THAN TRONG).

SIMBRINZA chua dugce nghién ctru trén bénh nhén suy thin niang (CrCl < 30 ml/phut) hoic trén
bénh nhéan nhiém toan chuyén hoa tang clo méu. Do thanh phin brinzolamid trong SIMBRINZA
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va chat chuyén hoa cua né duoc thai trir chu yéu qua thén, chéng chi dinh dung SIMBRINZA
cho cac bénh nhan nay (xem muc CHONG CHI DINH).

Tré em

Tinh an toan va hi¢u qua ctia SIMBRINZA & tré em va tré vi thanh nién tir 2 dén 17 tudi chua
duoc thiét ldp. Hién chua c6 cac dir liéu.

Khéong khuyén cdo st dung SIMBRINZA cho tré em hodc tré vi thanh nién (xem muc CANH
BAO VA THAN TRONG).

Khéng duge dung SIMBRINZA cho tré so sinh va tré nho dudi 2 tudi do quan ngai vé do an toan
(xem muc CHONG CHI DINH).

Cach dung P )/
Chi str dung dé nhoé mét

Bénh nhén cin dugce hudng dan lic ky lo thude trude khi dung.

An vao dng 1& miii va nhim mét trong 2 phut gitip 1am giam hép thu toan than. Pong tac nay co
thé gitp giam tac dung khéng mong muén toan than va ting tac dung tai chd (xem myc CANH
BAO VA THAN TRONG).

Dé tranh tap nhiém vao dau nho thude va dung dich thude, cin than trong khong dé dau nho cua
lo thude cham vao mi mat, viing xung quanh hoéc cac bé mat khac. Bénh nhén nén dugc hudng
dan dong chat lo khi khéng st dung.

C6 thé sir dung ddng thoi SIMBRINZA véi cac thude nho mait tai chd khac dé lam giam ap luc
nodi nhan, Néu dung hon mét loai thudc nho mét, cac loai thube nay phai dung cach nhau it nhét
la 5 phut.

Néu bo 1& mét liéu, nén tiép tuc dung liéu tiép theo nhu ké hoach. Khong nén nhé qua 1 giot vao
mat bi bénh 2 lan/ngay.

Hwéng din sir dung, xir Iy va hiy bé
Khong c¢6 yéu cau dac biét.
CHONG CHI PINH

e  Qua man vé&i hoat chét hodc bat cir thanh phéan ta dugc nao trong muc Thanh phén ta dugc
hodc voi céc sulphonamid (xem muc CANH BAO VA THAN TRONG).

e Bénh nhan dang diéu trj bang cac thube e ché monoamin oxidase (MAO) (xem muc
TUONG TAC, TUONG KY CUA THUOC).

e  Bénh nhan dang ding cac thube chdng trdm cam ¢ anh huéng dén dan truyén noradrenergic
(nhu cac thude chdng trdm cam ba vong va mianserin) (xem muc TUGNG TAC, TUONG
KY CUA THUOCQ).

e Bénh nhan suy than nang (xem muc CANH BAO VA THAN TRONG),
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e  Bénh nhan nhiém toan chuyén héa ting clo mau.
o Tré sosinh va tré nho dudi 2 tudi (xem muc CANH BAO VA THAN TRONG).
CANH BAO VA THAN TRONG

Thude nay khong duoc sir dung qua duong tiém. Bénh nhan cdn dugc hudéng dan khong nudt
SIMBRINZA.

Tac dung trén mit

SIMBRINZA chua duoc nghién ctru trén bénh nhan glécdém goc hep va khong khuyén cao sur
dung thude cho cac bénh nhan nay.

Vai tro ¢6 thé ¢6 cla brinzolamid trén ndi mod giac mac chua dugc nghién ctiru ¢ bénh nhén co
giac mac bi ton thuong (dic biét & bénh nhan c6 sb té bao ndi mé thap). Dac biét, bénh nhan deo
kinh 4p trong chua duge nghién ctu, khuyén cdo theo doi can than cdc bénh nhén nay khi dung
brinzolamid vi chét (rc ché carbonic anhydrase c6 thé anh huong dén qué trinh hydrat hoa giac
mac va deo kinh 4p trong c6 thé 1am ting nguy co bénh giac mac. Khuyén cdo theo ddi cin than
bénh nhén ¢6 gidc mac bi ton thuong nhur bénh nhan déi thao duong hodc loan dudng gidc mac.
SIMBRINZA c¢6 thé duge sir dung trong khi deo kinh &p trong véi gidm sat can than (xem & dudi
muc “Benzalkonium clorid™).

Brimonidin tartrat ¢6 thé gdy phan tng di tmg & méat. Néu xuét hién phan tng di ung, nén ngimng
diéu tri.

Phan ung qua man chdm & mat da duoc ghi nhan véi brimonidin tartrat véi mot sé béo cdo lién
quan dén tang ap luc ndi nhan.

Tac dung tiém tang sau khi ngimg diéu tri véi SIMBRINZA chua duge nghién ciru. Trong khi
thoi gian tac dung giam ap luc ndi nhin ciia SIMBRINZA chua dugc nghién ctu, tac dung giam ‘
ap luc ndi nhan cia brinzolamid du kién kéo dai 5-7 ngay. Téc dung giam 4p luc ndi nhan cua |
brimonidin ¢6 thé kéo dai hon. v

Téac dung toan than

SIMBRINZA c6 chtra brinzolamid, mét chét trc ché sulphonamid cua carbonic' anhydrase va mac
du duoe dung tai chd nhung thude duoc hép thu toan than. Cac loai phan tng bét loi twong tu ¢6
lién quan dén sulphonamid c6 thé xay ra véi duong ding tai chd.Néu xut hién cac dau hiéu phan
tng nghiém trong hodc qua man, nén ngimg str dung thubc nay.

RoGi loan tim

Sau khi ding SIMBRINZA, su giam huyét ap nhe dugc quan sat & mgt vai bénh nhan.. Nén than
trong khi dung SIMBRINZA ddng thoi véi cac thude khac nhu thude ha huyét ap va/hodic céc
glycosid tim hodc trén bénh nhan c6 cac r&i loan tim mach nang hodc khong 6n dinh va khong
kiém soat duge (xem muc TUONG TAC, TUGNG KY CUA THUOC).
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Nén théan trong khi sir dung SIMBRINZA cho bénh nhéan bi tram cam, thiéu mau ndo hoic mach
vanh, hdi ching Raynaud, ha huyét 4p thé ding hogc viém thuyén tac mach mau.

R&i loan céan bang acid-base

Réi loan can bang acid-base da dwgc ghi nhan véi cac thudc tre ché carbonic anhydrase duong
ubng. SIMBRINZA ¢6 chira brinzolamid, mot chét trc ché carbonic anhydrase, mic du dung tai
chd nhung duge hip thu toan than. Cac phan ung bt loi cla céc thude e ché carbonic duong
udng (nhu rdi loan can bang acid-base) co thé xuat hién khi dung tai chd (xem muc TUONG
TAC, TUONG KY CUA THUOC).

Str dung than trong cho bénh nhén ¢6 nguy co suy than do nguy co nhiém toan chuyén hoa co thé
x4y ra. Chéng chi dinh dung SIMBRINZA cho bénh nhén suy than ning (xem muc CHONG CHI
DINH).

Suy gan

SIMBRINZA chua dugc nghién ctru trén bénh nhén suy gan; nén thén trong khi diéu tri cho céac
bénh nhan nay (xem muc LIEU DUNG VA CACH DUNG).

Su tinh tdo

Céc thude e ché carbonic anhydrase dudong udng co thé anh hudng dén kha nang thuc hién cac
cong viée doi hoi sur tinh tao hodic doi hoi su phdi hop gitta cc bd phén clia co thé & bénh nhan
cao tudi. Thube nhé mit SIMBRINZA duogc hédp thu toan than va do d6 anh hudng nay co thé
xuét hién khi ding tai chd (xem muc ANH HUGNG LEN KHA NANG LAI XE VA VAN HANH
MAY MOC).

Benzalkonium clorid

SIMBRINZA c¢6 chira benzalkonium clorid ¢6 thé gy kich tmg mét va da duoc biét ¢6 thé lam
dbi mau kinh ap trong mém. Tranh dé thudc tiép xuc voi kinh ap trong mém. Bénh nhan can dugc
huéng dan thao bo kinh ap trong trude khi dung SIMBRINZA va doi it nhét 15 phit trude khi
deo lai.

Benzalkonium clorid da duge ghi nhin giy viém gidc mac cham va/hodc gdy loét gidc mac. Can
theo ddi chat khi sir dung thube thudong xuyén hodc kéo dai.

Tré em

P§ an toan va hiéu qua cia SIMBRIZA trén tré em va tré vi thanh nién tir 2 dén 17 tudi chua
duoc thiét lap. Cac triéu chung qua lidu brimonidin (bao gdm mat y thirc, ha huyét ap, giam
truong luc, cham nhip tim, ha than nhiét, tim tai va kho tho) da duge ghi nhdn & tré so sinh va tré
nho dung thudc nho mét brimonidin, mot phan trong diéu tri bénh tang nhan 4p bam sinh. Do d6
chéng chi dinh ding SIMBRINZA cho tré em dudi 2 tudi (xem myc CHONG CHI DINH).
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Diéu tri cho tré em tir 2 tudi trér 1én (dic biét trong khoang tir 2-7 tudi va‘hodc can ning < 20 kg)
khong duge khuyén cao vi lién quan dén tac dung ngoai v trén than kinh trung vong (CNS) (xem
muc QUA LIEU VA CACH XU TRI).

TUONG TAC, TUONG KY CUA THUOC
Khéng ¢6 nghién ctru twong tac thude déc hiéu duge thue hién véi SIMBRINZA.

Chéng chi dinh ding SIMBRINZA cho bénh nhan dang dung cac thude trc ché monoamin oxidase
va bénh nhén dang dung cac thube chéng trAm cam c6 anh huong dén dan truyén noradrenergic
(nhu céc thude chong trdm cam ba vong va mianserin), (xem muc CHONG CHI DINH). Thudc
chdng tram cam ba vong c6 thé lam giam dap Gng ha nhan ap coa SIMBRINZA.

Nén thén trong do kha ning tac dung cong hop hoic tac dung ting cudng tre ché than kinh trung
wong (nhur rugu, céc barbiturat, dan chit thude phién, thubc an than hoac thude giy mé).

Khong c6 cac dit lidu vé nong dd céc catecholamin trong tudn hoan sau khi dung SIMBRINZA.
Tuy nhién, bénh nhan diing cac thude anh hudng dén chuyén hoa va hap thu cac amin trong tuan
hoan (nhu chlorpromazin, methylphenidat, reserpin, cdc thudc rc ché tai thu hdi serotonin-
noradrenalin) cén thén trong.

Nhém chét chi vén a-adrenergic (nhu brimonidin tartrat) ¢6 thé lam giam nhip tim va huyét ap.
Huyét ap giam nhe da dugc ghi nhan & mét sd bénh nhéan sau khi ding SIMBRINZA. Than trong
khi str dung céc thude nhu thude diéu tri ting huyét 4p hodc cac glycosid tim ddng thoi véi
SIMBRINZA.

Cén thén trong khi bit ddu (hodc thay dbi lidu) thude dung dong thoi c6 tac dung toan than (khéng
phan biét dang bao ché) ¢6 thé twong tac voi chit chii van a-adrenergic hodic anh huong dén tac
dung cta céac thudc nay nhu hiép ddng hodc dbi khéng véi thu thé adrenergic (nhu isoprenalin,
prazosin).

Brinzolamid 1a mot chét tre ché carbonic anhydrase mic du dung tai chd nhung duoc hép thu toan
than. Rbi loan cén bing acid-base da dugce ghi nhén voi céc thude tre ché carbonic anhydrase
dudng udng. Can cin nhic dén kha nang tuong tac & bénh nhan dung SIMBRINZA.

C6 kha ning c6 tac dung hiép dong trén tac dung toan than da duoc biét ciia chit te ché carbonic
anhydrase & bénh nhan dung mét thude trc ché carbonic anhydrase duong uéng va brinzolamid
dung tai chd. Khéng khuyén cdo sir dung ddng thai SIMBRINZA véi céc thude irc ché carbonic
anhydrase dudng ubng.

Céc isozym cytochrom P-450 tham gia vao qua trinh chuyén hoa brinzolamid bao gdm CYP3A4
(enzym chinh), CYP2A6, CYP2B6, CYP2C8 va CYP2C9. Dy kién céc thude trc ché CYP3A4
nhu ketoconazol, itraconazol, clotrimazol, ritonavir va troleandomycin s& trc ché qua trinh chuyén
hoa ciia brinzolamid théng qua CYP3A4. Can than trong khi dung ddng thoi véi cac thude e ché
CYP3A4. Tuy nhién, khéng c6 sy tich 1y brinzolamid do thai trir qua thén 1a con dudng thai trir
chinh. Brinzolamid khéng trc ché céc isozym cytochrom P-450.
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Tinh twong ky
Khong ap dung.
PHU NU CO THAI, CHO CON BU VA KHA NANG SINH SAN
Phu nir ¢6 thai

Khong c6 hodc co rét it cac dir lidu vé str dung SIMBRINZA cho phu nit ¢6 thai. Brinzolamid
gdy di tat thai trén chudt cong nhung khong gay di tat & tho sau khi dung duong toan than. Cac
nghién ctru trén dong vét véi brimonidin duong udng khong cho thay anh huong cé hai truc tiép
dén doc tinh sinh san. Trong cac nghién ctru trén dong vat, brimonidin qua duge hang rao nhau
thai va di vao tudn hoan cua thai nhi v6i mue do han ché.

Khéng khuyén céo sir dung SIMBRINZA trong thoi k¥ ¢6 thai va cho phu nit ¢6 kha nang mang
thai khéng sir dung bién phap tranh thai.

Phu nit cho con bu

Chua 16 liéu SIMBRINZA dung tai chd c6 bai tiét vao sita nguoi hay khong. Cac dit liéu duoc
luc hoc/dde tinh trong cac nghién ctru trén dong vat cho thdy sau khi ding duong udng, néng do
toi thiéu ctia brinzolamid da dugc tim thiy trong sita me. Brimonidin ding duong udng duge bai
tiét vao sira me.

Khong nén str dung SIMBRINZA cho phu nit dang cho con bu. ( 2~

Kha niing sinh sian

Dir liéu nghién ctru phi 1am sang khong cho thay bat ki anh hudng nao cua brinzolamid dén kha
nang sinh san. Khong co dir liéu danh gia anh huong coa SIMBRINZA dung tai chd dén kha nang
sinh san ¢ nguoi.

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

SIMBRINZA anh huong vira phai dén kha nang l4i xe va van hanh may méc.

SIMBRINZA ¢6 thé gdy chong mét, mét moi va/hoac budn ngu, do dé co thé anh hudng dén kha
nang lai xe va van hanh may mdc. Nhin mo tam thoi hodc cac rdi loan thi luc khéac c6 thé anh
hudng dén kha ning lai xe hodc van hanh may mée. Néu nhin m& xuét hién sau khi nho thude,
bénh nhén can phai doi dén khi nhin rd trude khi 141 xe hodc vin hanh may mée.

Céc thude tre ché carbonic anhydrase dudng udng c¢é thé lam giam kha nang thuc hién cac cong
viéc doi hoi su tinh tao hodc can su phdi hop gitra cac bd phan trong co thé & ngudi cao tudi (xem
muc CANH BAO VA THAN TRONG).

PHAN UNG BAT LOI

Tém tat cac dit liéu an toan

Trong céc nghién ciru 1dm sang lién quan dén SIMBRINZA vi lidu 2 1an/ngay, cac phan mg bt
loi pho bién nhat 14 sung huyét mit va cac phan img di tmg mét xay ra & khoang 6-7% bénh nhan,
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va r6i loan vi giac (vi déng hodc vi bt thudng trong miéng sau khi nhé thude) xay ra & khoang
3% bénh nhén. Dir liéu vé d6 an toan cua SIMBRINZA twong ty nhu cla tirng thanh ph?ln cua
thude (brinzolamid 10 mg/ml va brimonidin 2 mg/ml).

Bang tom tit cac phan tng bét loi:

Céc phan tmg bét loi dudi day duoc ghi nhén tr cac thir nghiém 1am sang v6i SIMBRINZA véi
lidu 2 lan/ngay va trong cac nghién ctru ldm sang va giam sat hu mai v6i cdc don thanh phén
brinzolamid va brimonidin. Céc phan tmg bat lgi dugc sip xép theo quy udc sau: phd bién (>
1/10), thuomg gap (= 1/100 dén <1/10), it gap (>1/1.000 dén <1/100), hiém gap (>1/10.000 dén
<1/1.000), rét hiém gép (<1/10.000) va chua biét (khong ude tinh duoc tir cac dit lidu hién ¢6).
Trong mdi nhom tan sudt, cac phan Gng bat loi duoc trinh bay theo thir tw mirc do nghiém trong

giam dan.

Phan loai h¢ co quan

Cic phan tng bat lgi

Nhiém tring va nhiém ky

It gdp: viém miii hong?, viém hong?, viém xoang?

sinh trung Chura ré: viém miii? /l?
Réi loan mau va hé bach | /7 gdp: giam hdng cauZ, clo méau tang? J(
huyét

Roi loan hé mién dich

It gdp: qua man’

Roi loan tim than

It gap: tho o, tram cam?3, tam trang chan nan® mat ngu’,
giam ham muén tinh duc?, 4c méng?, cang thang?

R6i loan hé than kinh

Thuong gdp: buon ngi', chdng mit', roi loan vi giac!

It gdp: dau dau', réi loan chirc nang van dong?, mét tri nhé?,
suy giam tri nhé?, di cam?

Rt hiém gap: ngét®

Chua ré: run?, giam xtic giac?, mat vi giac?

Roi loan thj gidc

Thueong gdp: di tmg mat', viém giac mac', dau mat!, khé chiu
& miat', nhin mo', thi lue bt thuong®, sung huyét mat!, két
mac tai nhot?

It gdp: mon gidc mac', phu giac mac', viém b mi !, ldng can
& gidc mac (cac chat lang & gidc mac)', rdi loan két mac (co
nht)!, s¢ dnh sang', hoa mét', sung mat?, phi mi mat', pha
két mac', kho mét', tiét gi méat', giam thi luc', ting chay nuéc
mat', mong mat, ban d6 & mi mat', viém tuyén meibomian?,
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nhin d6i%, 16a mat?, giam cam giac & mat?, sic to cung mac?,
u nang gidc mac?, cam gidc bat thuong trong mét', moi mét'
Rar hiem gdp: viém mang bd dao®, co dong tir?

Chuea ré: 16i loan thi giac?, rung 16ng mi?

Roi loan tai va mé dao

It gdp: chong mat',  tai?

A .
ROi loan tim

It gdip: suy ho hap?, dau thit nguc?, loan nhip tim?, dénh tréng
nguc>3, nhip tim bat thuong?, chdm nhip tim*?, nhip tim
nhanh’

R6i loan mach

It gip: huyét ap thap'

Rat hiém gdp: tang huyét ap®

R6i loan hé hip, 16ng ngue
va trung that

It gap: khé the?, phé quan qua man?, dau hong hau?, khd
hong', ho?, chay méau cam?, tic nghén duong hd hip trén?,
chay nudc miii?, kich tmg hong? khd miii', chay dich mii sau',
hat hoi®

Hiém gap: hoi ching ho duong h hép trén', sung huyét mii',

Chuea ré: hen phé quan?

Roi loan tiéu héa

Thuong gdp: khd miéng'

It gdp: kho tiéu, viém thuc quan?, khé chiu ving bung, tiéu
chay?, nén®, budn ndén', ting nhu dong rudt’, day hoi?, té
miéng?, di cdm miéng' '

Roi loan gan mat

Chuea ré: xét nghiém chirc ning gan bat thuong?

A . A ,e
Roi loan da va mo duwdéi da

It gap: viém da tiép xuc', néi mé day?, ban dé°, phét ban c6
mun nho & da?, ngira toan than?, rung t6c?, cang da’

Chuea ro: phit mat®, viém da>?, phat ban®?

Roi loan co xwong va mo lién
ket

It gap: dau lung?, co that co?, dau co?

Chura ro: dau khép?, dau dau chi?

Réi loan thén va tiét niéu

It gap: dau than?

Chuea ré: da niéu?

Roi loan hé¢ sinh sin va long
nguc

It gdip: 16i loan chire nang cuong duong®
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Roi loan chung va tai vi tri | [t gdp: dau?, bit thuong & nguc?, cam giac bat thuong?, cam
dua thuoc gidc bon chdn?, but rat?, ton luu thude'.

Chua ré: dau nguc?, phi ngoai bién??

! phan tng bat lgj duoc ghi nhén véi SIMBRINZA
2 cac phan img bat lgi b6 sung duge ghi nhan khi dung don thanh phafm brinzolamid
3 cdc phan tng bat loi bd sung duoc ghi nhin khi dung don thanh phén brimonidin

M ta cac phan ung bt loi chon loc

Loan vi gidc 1a phan tmg bét loi toan than thuong gap nhét lién quan dén sir dung SIMBRINZA
(3,4%). Phan Ung nay xay ra do thudc di qua dudng mili hong va chi yéu do thanh phan
brinzolamid cia SIMBRINZA.

An vao éng 18 mili hodc nhdm mit sau khi nho thube cé thé lam giam tac dung bt loi nay (xem
muc LIEU DUNG VA CACH DUNG).

SIMBRINZA chita brinzolamid 1a mot dan chat sulphonamid c6 tac dung trc ché carbonic
anhydrase duoc hip thu toan than. Tac dung trén tiéu hoa, hé than kinh, huyét hoc, than va chuyén
hoa lién quan chi yéu dén cac chat e ché carbonic anhydrase toan than. Cac tac dung khong
mong mudn ciing loai duge cho 1a do céc chit rc ché carbonic anhydrase gay ra co thé xudt hién
khi diéu tr tai chd.

Céc phan tmg bt loi thuong gap lién quan dén thanh phan brimonidin cua SIMBRINZA bao gém
céc phan tng di tmg & mat, mét moi va‘hodc budn ngu va khd miéng. Stir dung brimonidin lam
giam nhe huyét 4p. Mot sb bénh nhan khi dung SIMBRINZA bj giam huyét 4p twong tu khi dung
brimonidin don thanh phan.

QUA LIEU VA CACH XU TRi

Néu qua liéu SIMBRINZA xay ra, diéu tri qua liéu bao gém diéu tri hd trg va diéu tri triéu chimg.
Puong thd cua bénh nhan nén dugce duy tri.

Do thanh phan brinzolamid cia SIMBRINZA, roi loan dién giai, tinh trang nhiém toan va su anh
hudng dén hé than kinh co thé xay ra. Cén theo doi ndng dd cac chat dién giai trong huyet thanh
(dac biét kali) va pH mau.

Thong tin vé bién ¢b khi nudt phai thanh phin brimonidin trong thudc nho mat SIMBRINZA &
ngudi 1on con rat han ché. Phan tng bat lgi duy nhét duoc ghi nhan cho dén hién nay 1a ha huyét
ap. DA ¢ bao cao sau ha huyét ap 1a ting huyét ap doi nguoce lai.

Qua lidu dudng udng cua cac thude chu van alpha-2 da duge béo cdo gy ra céc triéu chimg nhu
ha huyét 4p, suy nhuge, nén, lo mo, budn ngi, nhip tim cham, loan nhip tim, co dong tir, ngung
tho, giam truong luc, ha than nhiét, suy ho hép va co giat.

Tré em
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Céc phan tng bét lgi nghiém trong dudi ddy sau khi bénh nhan nhi vo y nudt phai thanh phén
brimonidin trong SIMBRINZA da dugc béo cao. Cac triéu chimg bao gdm e ché thén kinh trung
wong, hén mé tam thoi hodc giam vy thire, hon mé, budn ngu, giam truong lue, nhip tim cham, ha
than nhiét, xanh xao, suy ho hép va ngimg tho, cén nhap vién dé cham soc dac biét va dat ndi khi
quéan néu c6 chi dinh. C4c bénh nhan duoce bio cao da hdi phuc hoan toan, thuong trong vong 6-
24 gio.

PAC TINH DUQC LUC HQC

Nhém dwgec ly: Thube nhin khoa. Thude chdng glocdm va co dong tu.

Ma ATC: SO1ECS4

Co ché tic dung

SIMBRINZA chira hai thanh phan hoat chét: brinzolamid va brimonidin tartrat. Hai thanh phan
nay lam ha nhén ap (IOP) & bénh nhén glécém géc md va ting nhin ap (OHT) bang cach trc ché
hinh thanh thé dich tir qua trinh hinh thanh thé dich & thé mi trong mat. Mic du ca brinzolamid
va brimonidin lam ha nhén dp bang cach (rc ché hinh thanh thé dich, co ché tic dung cua chiing
la khac nhau.

Brinzolamid trc ché enzym carbonic anhydrase (CA-II) trong biéu mé thé mi lam giam su hinh
thanh cac ion bicarbonat véi viée giam natri va van chuyén thé dich qua biéu m6 thé mi, dan dén
lam giam sy hinh thanh thé dich. Brimonidin, chit chil van alpha-2 adrenergic, {rc ché enzym
adenylyl cyclase va uc ché su hinh thanh phu thugc cAMP cua thuy dich. Hon nira, dung
brimonidin ¢ thé dén dén tang luu luong chay thoat qua mac thé.

P

Tac dung duge luc hoc i /

Céac nghién ciru ldm sang

Trong mdt nghién ciru lam sang trong 6 thang, ¢c6 déi chimg bao gdm 560 bénh nhén méc glécom
g6c mé (bao gdbm ca tang nhan &p gia troc vdy hode hoi chimg phan tan siic t0) va/hodic cac bénh
nhéan tang nhan ap khong duoc kiém soat t6t, theo danh gia cia nghién ctru vién, bang don tri liu
hodc da ding nhiéu thude ha nhan 4p va nhitng bénh nhan ¢6 nhan 4p trung binh ban ngay trudc
diéu tri 1a 26 mmHg, tac dung ha nhan ap trung binh ban ngay cia SIMBRINZA dung 2 lan/ngay
la khoang 8 mmHg.

Hiéu qua vuot trdi ¢o y nghia thong ké vé tac dung ha nhan p trung binh ban ngay dugc ghi nhan
vGi SIMBRINZA so v6i brinzolamid 10 mg/ml hodc brimonidin 2 mg/ml lidu 2 1n/ngay & cac
lin tham kham trong nghién ctru (Hinh 1).
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Hinh 1. Tac dung ha nhan ap trung binh ban ngay (tai thoi diém 9 gio sang, + 2 gio, + 7
gid) so véi trede (mmHg) — tir cic yéu té ciia nghién ciru

m SIMBRINZA o Brireolamide @ Brimonidine

Tuén thir 2 Tudn thir 6 Thang thir 3 Thang the 6

n=191 n=191 n=174 n=188 n=188 n=17 1=176 n=182 n=161 n=160 n=178 n=145

Mdrc ha nhan ap trung binh (mmHg)

{19
|
) ’

" Binh phuong téi thiéu tir mé hinh théng ké tinh cho don vi nghién ciru, phéan ting dya trén nhan ap nén do luc 9
gi0 sang va nhin 4p tuong Uung ¢ cac bénh nhén nay.

Su khdc biét vé diéu tri (giita thubc nhd mat SIMBRINZA vei timg don thanh phin) ¢6 ¥ nghia théng ké véi p <
0,0001

Ha nhan 4p trung binh so véi ban dau tai mdi thoi diém & mdi lan tham kham cao hon véi
SIMBRINZA (6 dén 9 mmHg) so v6i don tri liéu bing brinzolamid (5 dén 7 mmHg) hodc
brimonidin (4 dén 7 mmHg). Phan tram nhan ap giam trung binh so véi ban dau ctia SIMBRINZA
dao dong tir 23 dén 34%. Phan tram bénh nhan c6 ha nhan &p dué¢i 18 mmHg & nhom dung
SIMBRINZA 16n hon & nhém dung brinzolamid & 9 trong 12 danh gia vao thang thir 6 va lén
hon nhom dung brimonidin trong tit ca 12 dénh gid vao thang tht 6. Tai thoi diém +2 gio (thoi
gian tuong ung vaéi hiéu qua dinh vao budi sang) cua cac lan danh gia chinh vao thang thi 3, ty
1¢ phan tram bénh nhin ha nhan 4p duéi 18 mmHg 1a 61,7% & nhom diing SIMBRINZA, 40,1%
& nhom dung brinzolamid va 40,0% ¢ nhom dung brimonidin.

Trong mgt nghién ctru lam sang trong 6 thang, c6 dbi chimg, khong kém hon dugc thyc hién trén
890 bénh nhan glocdm goc md (bao gom ca tang nhén 4p gia troc vay hodc hdi chimg phan tin
séc td) va/hodc cac bénh nhan ting nhin ap khong duoc kiém soat tbt, theo danh gid clia nghién
ctru vién, bang don tri liéu hodc da dung nhiéu thudc ha nhan 4p va nhirg bénh nhéan c6 nhan ap
trung binh ban ngay trudc diéu tri tir 26 d¢én 27 mmHg, mirc dd khong thua kém ctia SIMBRINZA
so véi str dung ddng thoi brinzolamid 10 mg/ml phéi hop véi brimonidin 2 mg/ml da duoc chimg
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minh & tdt ca cac 1an tham kham trong nghién ctru véi tac dung ha nhan 4p trung binh ban ngay
so voi trude diéu tri twong ing (Bang 1).

Bing 1. So sanh sy thay dbi nhin ap trung binh ban ngay (mmHg) so véi truée diéu tri -
nghién ciru khong hon kém

Lan kham SIMBRINZA Brinzolamid + Brimonidin Khic biét
Trung binh? Trung binh? Trung binh?
(Khodang tin cay 95%)
Tuan tht 2 -8.4 (n=394) -8,4 (n=384) -0,0 (-0,4; 0,3)
Tuan thir 6 -8,5 (n=384) -8,4 (n=377) -0,1 (-0,4; 0,2)
Thang tht 3 -8.5 (n=384) -8,3 (n=373) -0,1 (-0,5; 0,2)
Thang thtr 6 -8,1 (n=346) -8,2 (n=330) 0,1(-0,3; 0.4)

* Binh phuong tdi thiéu tir md hinh théng ké tinh cho vi tri nghién ctru, phan ting dua trén nhan 4p ban dau do lic 9
gid sdng va nhan dp twong Ung ¢ céc bénh nhan nay.

Muc do giam nhin &p trung binh so véi trude didu tri tai mdi thoi diém ¢ mdi lan tham kham cia
SIMBRINZA hoic céc thanh phin don 1é sir dung két hop 14 twong tu nhau (7 dén 10 mmHg).
Phan trdm ha nhan 4p trung binh so véi trude diéu tri cia SIMBRINZA dao dong tir 25% dén
37%. Phan trim bénh nhén ¢é nhan ap dudi 18 mmHg & nhém ding SIMBRINZA tuong tu véi
nhém ding brinzolamid + brimonidin & céc 14n danh gia vao cling thoi diém thang thi 6. Tai thoi
didm +2 gior (thoi gian twong ing voi hiéu qua dinh dat duge vao budi sang) trong cac lan tham
kham chinh vao thang thu 3, ty 1& phan tram bénh nhan c¢6 nhan 4p dudi 18 mmHg la 65,6% &
nhom dung thube nhé mét SIMBRINZA va 63,7% & nhém ding brinzolamid + brimonidin.

Tré em

Hoi ddng Duge pham Chau Au mién viée bit buge phai ndp két qua nghién ctru ciia SIMBRINZA
trén tit ca cac nhom tré em trong diéu tri glécdm va tang nhin 4p (xem muc LIEU DUNG VA
CACH DUNG dé c6 thong tin vé viéc sir dung & tré em).

PAC TINH DUQC PONG HQC

Hip thu

Brinzolamid duoc hip thu qua giac mac sau khi nho mét. Hoat chét nay ciing duoc hép thu vao
tudn hoan chung sau dé thude lién két manh véi carbonic anhydrase ctia hdng cau. Nong dé thude
trong huyét tuong rat thap. Thoi gian ban thai trong méu kéo dai (>100 ngay) ¢ ngudi do thude
lién két voi carbonic anhydrase hong cau.

Brimonidin duoc hdp thu nhanh vao mét sau khi dung tai chd.

Trén tho, ndng d6 t6i da trong mit dat duge dudi 1 gid trong hau hét cac truong hop. Nong d6
dinh trong huyét twong ngudi 1a < 1 ng/ml va dat dugc trong vong < 1 gio. Nong d6 thude trong
huyét tuong giam voi chu ky ban thai khoang 2-3 gio. Thude khéng tich lity khi ding dai ngay.
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Trong mot nghién ctru 1am sang ding dudong nhé mat, so sanh duoc ddng hoc toan than & trang
thai 6n dinh ctia SIMBRINZA ding 2 hoic 3 lan/ngay vé&i brinzolamid va brimonidin ding don
ddc voi cung muc liéu, duge dong hoc trong mau cua brinzolamid va N-desethylbrinzolamid ¢
thude két hop twong tu brinzolamid dung don déc. Tuong tu, duge dong hoc trong huyét tuong
& trang thai 6n dinh cta brimonidin dang két hop twong tu két qua ghi nhan duge khi dung
brimonidin don doc ngoai trir & nhém ding SIMBRINZA 2 1an/ngay, & nhém nay AUCo.12 gio
trung binh thdp hon khoang 25% so véi khi ding brimonidin don doc 2 lan/ngay.

Phan bd

Céc nghién ctru trén tho cho thdy ndng d¢ dinh cua brinzolamid tai mat sau khi dung tai chd trong
cac mo trude nhu giadc mac, két mac, thuy dich, thé mi - méng mat. Thudc duoge luu giit kéo dai
trong cac md & mét do lién két véi carbonic anhydrase. Brinzolamid lién két vira phai (khoang
60%) vi protein huyét tuong ngudi.

Brimonidin cho thdy ai luc véi cadc mé sic td & mat dic biét & thé mi — mdng mit do dic tinh gin
két véi melanin da biét. Tuy nhién, dir liéu an toan 14m sang va phi 1dm sang cho thay thude dugc
dung nap tét va an toan khi ding lau dai.

Bién déi sinh hoc
Brinzolamid duoc chuyén hoa bdi cac isozym cytochrom P450 tai gan, ddc biét la CYP3A4,
CYP2A6, CYP2B6, CYP2C8 va CYP2C9. Chat chuyén hoa chinh 1a N-desethylbrinzolamid, sau
do6 1a cac chat chuyén hoa N-desmethoxypropyl va O-desmethyl ciing nhu dén chét acid N-
propionic dugc hinh thanh béi qua trinh oxy hoa nhanh N-propyl cia O-desmethyl brinzolamid.

Brinzolamid va N-desethylbrinzolamid khong irc ché isozym cytochrome P450 & nong do cao
hon it nhat 100 1an ndng d6 téi da trong tuan hoan.

Brimonidin dugc chuyén hdéa manh béi aldehyde oxidase gan, véi sy hinh thanh cua 2-
oxobrimonidin, 3-oxobrimonidin va 2,3-dioxobrimonidin 14 céac chét chuyén héa chinh. Oxi hoa
tach vong imidazolin thanh 5-bromo-6-guanidinoquinoxalin cling da dugc ghi nhan.

Thai trir

Brinzolamid duoc thai trir chii yéu qua nuée tidu dudi dang khong bién dbi. Trén nguoi,
brinzolamid va N-desethylbrinzolamid trong nuéc tiéu chiém tuong tmg khoéng 60% va 6% lidu
dung. D liéu trén chudt cho thay thudc thai trir mot phan qua mat (khoang 30%), chu yéu dudi
dang cac chat chuyén hoéa.

Brimonidin tartrat duoc thai trir chi yéu trong nudce tiéu dudi dang cac chét chuyén hoa. Trén
chudt va khi, cac chét chuyén hoa qua nude tidu chiém khoang 60% dén 70% lidu dung dudng
ubng hodc duong tinh mach.

Sw tuyén tinh/khéng tuyén tinh

Duoc ddng hoc cta brinzolamid ¢ lién quan khong tuyén tinh do thude gan manh va c6 thé gén
bdo hoa vdi carbonic anhydrase trong mau tudn hoan chung va nhiéu md khac. Nong dé thude
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trong tuan hoan & trang thai on dinh khong ting ty 1& véi lidu. Nguoc lai, brimonidin c6 duoc
ddng hoc tuyen tinh trong khoang lidu diéu tri trén 1am sang.

Twong quan duwge dong hoce/dwge lue hoe
SIMBRINZA c¢6 xu hudng tac dung tai mat.
Panh gia ndng d6 thube trong mat ngudi & lidu co hiéu qua khong thue hién duoc.

Tuong quan duge dong hoc/dugc lue hoc cua thude trén nguoi véi tac dung ha nhan ap chua duge
thuc hién.

Péi twong dic biét khac

Céc nghién clru dé x4c dinh anh hudng cua tudi, ching tdc va suy gan hoic suy than chua duge
thuc hién vdi SIMBRINZA. Mot nghlen clru vé brmzolamld trén nguoi Nhét so voi cac bénh
nhan khong phai la nguoi Nhét cho thay cac thong sé duge dong hoc toan than cia thudc trén 2
nhém ngudi nay 1a twong tu nhau. Mgt nghién ctu vé brinzolamid trén cac bénh nhén suy than
da ching minh nong d brinzolamid va N-desethylbrinzolamid toan than tang 1, 6 dén 2,8 lan
gitta bénh nhén khong suy thdn va bénh nhan suy than & muc do trung binh. Nbng d6 thube va
céc chit chuyén héa trong hong cau ¢ trang thai 6n dinh ting khong trc ché tac dung cua carbonic
anhydrase hong cau toi mue nong do lién quan dén tac dung khéng mong mudn toan than. Tuy
nhién, khong khuyén céo sir dung thudc dang phdi hgp cho bénh nhén suy thén nang (dd thanh
thai creatinin< 30 ml/phut).

Néng do t6i da Crmax, dién tich du6i dudmg cong AUC va thoi gian ban thai thai cua brimonidin &
ngudi cao tudi (>65 tudi) twong tu & ngudi tré. Anh huéng cua suy glam chirc nang gan va thén
dén duogc ddng hoc toan than cua brimonidin chua duoc danh gia. Nong d6 brimonidin toan than
thip sau khi dung nho mét tai chd, su thay doi ndng do thude trong huyét twong duge mong doi
khong lién quan dén biéu hién trén 1am sang.

Tré em

Duogc dong hoc toan than cua brinzolamid va brimonidin, dung don doc hodc két hop trén bénh
nhan nhi chua dugc nghién ctru.

DU LIEU AN TOAN PHI LAM SANG

Brinzolamid

Céc dit liéu tién 1am sang cho thdy thuc khong gy nguy hiém dac biét trén ngudi dya trén céc
nghién clru thong thudng vé duoc 1y an toan, doc tinh lidu lap lai, doc tinh trén gen va kha néng
gdy ung thu.

Anh huong dén kha nang smh san tién 1am sang va cac nghién ctru dc tinh tién trién da duoc ghi
nhén chi trong trudong hop nong do thudc trong tudn hoan vuot qua ndng dd thude t01 da trén
nguoi cho thay it ¢6 lién quan dén str dung trén 1am sang. Trén tho, thude dung dudmg udng, doc
tinh trén co thé tho me, liéu brinzolamid 1én dén 6 mg/kg/ngay (gAp 261 lan lidu hang ngay dugce
khuyén cdo trén 1am sang 1a 23 pg/kg/ngay) khdng cho thdy anh hudng dén su phat trién cta thai
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nhi. Trén chudt céng & muc liéu 18 mg/kg/ngay (gdp 783 lan lidu hang ngay duoc khuyén cdo
trén lam sang), nhung ¢ lidu 6 mg/kg/ngay, thude lam giam nhe sy xuwong hoa hdp so va xuong
{rc cua thai nhi.

Cac két qua nay c6 lién quan dén su nhiém toan chuyén hoa va giam trong luong co thé me va
giam cén nang cua thai nhi. Liéu lién quan dén giam cn ndng cta thai nhi da duoc ghi nhén trén
cac chudt con khi chudt me dung lidu tir 2 dén 18 mg/kg/ngay. Trong thoi gian cho con bu, lidu
khong gay anh huong bat loi trén chudt con la 5 mg/kg/ngay.

-

Brimonidin

Dit liéu tién lam sang cho thdy thudc khong gy nguy hiém dac biét cho ngudi dya trén cac nghién
ctru thong thuong vé an toan duoc ly, doc tinh lidu lap lai, doc tinh trén gen, kha ndng gy ung
thu, ddc tinh trén sinh san va phat trién.

HAN DUNG

24 thang ké tir ngay san Xudt.

Khong duge dung sau khi ma lo 1 thang.
PIEU KIEN BAO QUAN

Bao quan & nhiét d¢ khong qua 30°C.

QUY CACH PONG GOI

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

CO SO SAN XUAT 4

SA ALCON-COUVREUR NV

Rijksweg 14, B-2870 Puurs, Bi.

PHIEN BAN
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