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HUONG DAN SU DUNG
BRIZOTON

Doc ky hudng din sie dung trude khi dung.

e Thudc nay chi fiﬁng theo don thude. I Ai?&&:iiﬁ ? i

e Néu c6 thic méc hay cin thém théng tin, xin tham khao ¥ kién bac si hos g i

® Théng béo cho béc si hodc duge sy ciia ban nhing tac dung khong mong )
khi sir dung thudc.

® DE xa tam tay tré em

THANH PHAN:
Hoat chdt: brinzolamid, timolol maleat.

M&i | ml hén dich ¢6 chira: brinzolamid 10 mg; timolol maleat 6,84 mg twong duong véi
timolol § mg.

Ta duge: tyloxapol, carbomer, dinatri EDTA, benzalkonium clorid, mannitol (E421), natri
clorid, natri hydroxyd IM, acid hydroclorid 1M, nuéc pha tiém.

DANG BAO CHE
Hén dich nho mit.

Tinh chdt Iy héa co ban: hdn dich déng nhat mau tring hodc gan nhu trang

CHI PINH

Lam giam é&p luc ndi nhan (IOP) & ngudi 16m bi glaucom goc mé hodc ting nhén ap & ngudi
dung don trj li¢u khong du dé giam nhan ép.

LIEU DUNG VA CACH DUNG

u
D\ l |-Ia ]n " :. . q

Liéu ding 1a méi ngay 2 ldn, moi lan | giot Brizoton nho vao tai két mac ciia miit bj bénh.
Hap thu toan than giam di néu dung chen mui hodc khép mi mat, do vay dén téi giam tac
dung phu toan than va tang tdc dung tai chd (xem “Cénh bo dac biét va than trong khi sir

dung™).

Néu quén 1 liéu, tiép tuc diéu tri voi lidu tiép theo nhwr ligu trinh, Khong dwoc ding nhiéu
hon 1 giot méi lan vao mat bénh, ding ngay 2 lan.

Khi dung Brizoton dé thay thé cho mét thube nhan khoa didu tri glaucom khac, can ngimg
dung thuoc kia trude, ngay hom sau méi bit dau diéu trj bang Brizoton.

Bénh nhan suy gan va than

Chua cé nghién ciru ndo duoc tién hanh véi thube nhé mét Brizoton hoéc timolol Smg/ml

trén bénh nhén suy gan hogc suy than. Khéng can diéu chinh lidu cho bénh nhan suy gan hay
suy than mirc d§ nhe hodc trung binh.
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Brizoton chua duge nghién clu trén bénh nhén suy than néng (dd thanh thai creatinin <30
ml/phit) hodc trén bénh nhan nhiém toan ting clo huyet (xem “Chéng chi dinh”). Vi
brinzolamid va chat chuyén hoéa chinh cua né thai trir chu yéu qua thén nén Brizoton chdng
chi dinh cho bénh nhén suy thin ning (xem “Chéng chi dinh”).

Cin than trong khi ding Brizoton cho bénh nhéan bj suy gan ndng (xem “Canh béao dac biét
va thén trong khi sir dung™).

Cach ding
Chi dung trong nhan khoa.

Bénh nhén can dugc hudng dan lic ky lo thude trude khi dung.

Sau khi m& nép, néu vong chéng gida mao bi 1ong thi phai bo di truéce khi ding.

Dé tranh nhidém bin diu nho giot va dung dich, can cin lhqm khong cham dau nho giot vao
mi mit, vung xung quanh hogc cac bé mit khac. Hudng din bénh nhan déng chit nip lo khi
khong su dung.

Néu ding nhiéu hon mét loai thude nho mﬁt céc thude khac nhau phai dung cach nhau it
nhat S phat. M@ tra mét phai duge ding cudi cung.

Tré em

D¢ an toan va hiéu qua cua Brizoton trén tré¢ em va thiéu nién tir 0 dén 18 tudi chua dugc
xac dinh. Khong ¢6 du dir liéu.

CHONG CHI PINH

- Mén cam véi hoat chat hay bét ctr thanh phan nao cua thude.

- Man cam véi cac thude chen beta khac.

- Man cam véi sulfonamid (xem “Canh béo dic biét va thén trong khi sir dung”).

- Bénh phan img dudng ho hép bao gdm ca hen phé quan hodc ¢é tién sir hen phé quan, hodc
bénh phéi tic nghén man tinh ndng.

- Nhip tim ch@m xoang, héi chlmg suy nat xoang, block nit xoang-nhi, block nhi that d¢ 2
hodc d6 3 khéng duge kiém soat bang may tao nhip tim, suy tim qua mirc, séc tim.

- Viém miii di img ndng.
- Nhiém toan tang clo huyét (xem “Liéu dung va cach dung”).

- Suy thén ning.

CANH BAO PAC BIET VA THAN TRONG KHI SU DUNG

Tac dung toan thdn
Brinzolamid va timolol dugc hdp thu toan thin. Do timolol 1a mét thude chen

beta-adrenerglc nén cé thé xdy ra céc tac dung phy trén tim mach, phéi va cac tac dung phu
khic cung kiéu voi céc thude chen beta-adrenergic dung toan than khac. Ti 1¢ xuat hién céc
tac dung phu toan than sau khi nho mat thap hon ti 1¢ giip phai khi ding dudéng toan than. Pé
lam giam hap thu toan than, xem phén “Liéu Iucmg va cach dung”.

Co thé xay ra phan (mg man cam thudong gap véi cac din chit sulfonamid & bénh nhan nho
mit Brizoton do né duoc hép thu toan than.

R-’.{ .

SN
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O bénh nhan bj bénh tim mach (nhu bénh mach vanh tim, dau that nguc Prinzmetal va suy
tim) va huyét ap thap, cén danh gia nghiém tac viée diéu tri bang thuoe chen beta va c6 thé
tinh t6i viéc ding thude khac. Bénh nhan ¢6 bénh tim mach cn duge theo déi chat cac diu
hi¢u n@ng lén cua b¢nh va cac phan ng phy.

Do anh hudng tiéu cye dén thoi gian din truyén nén can than trong va chi ding thuée chen
beta cho bénh nhén bi bloc tim dg 1.

Réi loan mach
Can than trong khi diéu tri cho bénh nhén rdi loan tuan hoan ngoai vi ning (tc 12 dang nang
cua bénh Raynaud hoac hdi chirmg Raynaud).

: . A ...

Thude chen beta ciing c¢6 thé che gidu dau higu ctia cudng tuyén giap.

Nhuoc co
Da ghi nhan cic thude chen beta-adrenergic ¢6 thé gy yéu co vdi mot sb triéu chimg cua
bénh nhugc co (nhu nhin d6i, tat cdn thi va suy nhuge toan than).

Réi loan hé hép

Phan (mg ho hdp, bao gdm ca tir vong do co thit phé quan & bénh nhén hen sau khi ding
mdt vai thudc nhan khoa chen beta da duge ghi nhén.

Thudc nhoé mit Brizoton cin duge sir dung mot cach than trong cho bénh nhén ¢ bénh phéi
tic ngh&n man tinh nhe/trung binh va chi duge sir dung khi g1 ich ¢6 thé mang lai vugt tréi
s0 véi nguy co ¢6 thé gap phai.

Ha dwong huyét/tiéu duong

Can than trong khi dung thube chen beta cho bénh nhan ha duﬁmg huyét tu phat hodc bénh
tiu dlrémg khong n dinh, vi thudc chen beta co thé che gidu dau hiéu va tri¢u ching ha
duong huyét cap.

Réi loan acid-base

Thude nho mit Brizoton ¢6 chira brinzolamid, mdt sulfonamid. Céc tac dung phu cung loai
xdy ra voi cac sulfonamid cung cod the xay ra khi ding tai chd. P ghi nhan r6i loan
acid-base xay ra khi dung thudc e ché carbonic anhydrase. Can than trong khi duing thude
ndy cho bénh nhan ¢6 nguy co suy thdn do ¢ nguy co bi toan chuyen héa. Chn dirng ngay
thude néu ¢6 dau hiéu xay ra phan img nghiém trong hodc qua man.

Sue tink i
Dung cac thuoc {rc ché carbonic anhydrase duong uong ¢6 thé lam suy kha nang thyc hi¢n
cdc cOng viée can sy tinh tao va/hodc phdi hop thé chét. Thude nhé mét Brizoton dugce hép
thu todn than nén viéc nay c6 thé xay ra khi ding tai chd.

EE i h z l - : "

Trong khi dung thudc chen beta, bénh nhin ¢6 tien sir di img hodc tién sir phan img so¢ phan
vé nang véi nhiéu logi tac nhén c6 thé ¢ phan img nang hon khi gdp lai cac tic nhan ndy va
khong déap tmg voi lidu adrenalin thong thudng dung dé diéu tri séc phan vé.

Bong mang mach . _
Bong mang mach da dugc ghi nhan khi dung thudc loi tiéu (vi du timolol, acetazolamid) sau
khi loc bé co.

Gdy mé phdu thudt

BN

79 5
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Céc thude nhéin khoa chen beta c6 thé {rc ché céc tac dung beta toan than tic la tic dung cua
adrenalin. Phai thong bdo cho nguoi gdy mé néu bénh nhén dang dung timolol.

Q . A . i.‘ E .

Higu qua ha éap sudt ndi nhan hodc cac tac dung da biét cua cac thude chen beta toan than ¢6
thé ting thém khi cho bénh nhan dang ding thudc chen beta toan than ding timolol. Cén
theo doi chat ché dap mg cua cac bénh nhan nay. Khéng nén dung dong théi 2 thube ding
tai chd déu 1a chen beta hodc déu 13 (ic ché carbonic anhydrase (xem phan “Tuong tic véi
thube khic va cac dang twong tac khac™). Co kha nang ting cu(mg cac tac dung toan thin da
biét cua cac thude trc che carbonic anhydrase & b¢nh nhén dang udng thudc irc ché carbonic
anhydrase va nho mit Brizoton. Chua c6 nghién ciu vé viGe clung ddng thoi
brinzolamid/timolol va thude uong e ché carbonic anhydrase va khuyén cdo khéng nén
dung (xem phin “Twong tac voi thude khac va cac dang tuong tac khac™).

I; p - Jus

Kinh nghiém diéu trj bing brinzolamid/timolol cho benh nhdn bi tang nhan ap troc vay
(pseudoexfoliative glaucoma) hodc tang nhan ap sdc to rit han ché. Can than trong khi diéu
tri cho nhitng bénh nhan nay va can theo ddi chit 4p suét ndi nhan.

Sau khi dung thude, giam ap sudt ndi nhan s& kéo dai trong 5-7 ngdy va c6 thé ¢ tic dung
hoi ctru.

Brizoton chua duge nghién ctru trén bénh nhan bj glaucom goc hep va khong duge khuyén
cao dung cho cac bénh nhén nay.

Céc thube nho mét chen beta co thé gay khd mét. Can than trong khi sir dung cho bénh nhan
c6 bénh gidc mac.

Chua ¢ nghién ctru vé vai trd cua brinzolamid trén chire nang niém mac glac mac ¢ bénh
nhan bj ton thuong gidc mac (dac biét & bénh nhan c6 sb lugng té bao ndi mé thap).

Pac bi¢t, chua nghién ctu trén bénh nhin mang kinh &p trong. Khi ding
brinzolamid/timolol cho cdc bénh nhan nay can theo doi chal vi céc chét (rc ché carbonic
anhydrase c6 thé anh hudng dén sur 1am w6t gide mac. Diéu ndy din téi higu ung bu trir va
phu gléc mac, va mang kinh ap trong s¢ lam tang nguy co vdi giac mac. Cén theo ddi can
than céc bénh nhan c6 tdn thwong gide mac nhur cdc bénh nhan tiéu dudmg hoac loan dudng
giac mac.

Thubc nhé mit Brizoton ¢6 thé sir dung khi dang mang kinh ap trong nhung phai theo di
can than (xem phan “Benzalkonium” dudi day).

B lonii lorid

Thudc nhé mét Brizoton c6 chira benzalkonium clorid. D4 c6 béo cdo benzakonium clorid
gay kich img mat Benzalkonium dugc biét 1a lam mat mau kinh 4p trong. Tranh llep xue vai

kinh ap trong mém., Bénh nhén dugc hudng dan bo kinh 4p trong trude khi nhé thube va doi
15 phit sau khi thuéc tham trude khi dat kinh tro lai.

Di ¢6 bao cdo benzalkonium giy ra b¢nh day simg thung gidc mac va/hodc bénh day simg
loét do nhiém ddc. Bénh nhan can duge theo ddi khi phai dung thudng xuyén hodc lau dai.

Suy gan
Can than trong khi dung Brizoton cho bénh nhan suy gan néng.

TUONG TAC VOI THUOC KHAC VA CAC TUONG TAC KHAC

— OB Ny

i/ o~



https://trungtamthuoc.com/

Chua co nghlen clru vé fuong tac thudc ndo dugc thl.rc hién vdi Brizoton.

Thube nhoé mat anoton chtra brinzolamid, mat chat \tc ché carbomc anhydrase, va n6 dugc

hap thu vao co thé mac du la dung tai chd. Khi ubng céc thude trc ché carbonic anhydrase da

thay co rbi loan acid-base. Céan tinh téi kha ndng ¢6 tuong tac ndy ¢ bénh nhan dung thude

nho mat Brizoton.

Co6 kha nang c6 cong hop céic tac dung da biét cua cac thude tc ché carbonic anhydrase ¢

bénh nhan dung dong thoi thudc e ché carbonic anhydrase dudng udng va nhd mit

Brizoton, vi vy khong nén dung ddng thai 2 loai thude nay.

Brmzolam1d bi chuyén héa do tac dong cua isozym cytochrome P450, bao gom CYP3A4

(cha yéu), CYP2A6, CYP2B6, CYP2C8 va CYP2C9. C6 kha ning céc thude e Lhe

CYP3A4 nhu ketoconazol, itraconazol, clotrimazol, ritonavir va troleandomycin s€ tic ché
huyen héa béi CYP3A4 cua brinzolamid. Can than trong néu dung déng thoi vi cac thude

trc ché CYP3A4. Tuy nhién, sy tich Ity brinzolamid khong giong nhu duong thai trir chinh

la thai trir qua than. Brinzolamid khéng phai 1a chét trc ché isozym cytochrome P450.

C6 kha néng c6 cong hop téc dung lam ting huyét ap vi/hodc cham nhip tim dang ké khi

dung dich nhé mit chen beta dugc ding ddng thoi véi uong hogc tiém tinh mach cac thude

chen kénh calci (diltiazem), chen bcta-adrenerglc chéng loan nhip tim (bao gom ca

amlodaron), glycosid tro tim nhom dlgltalls phé giao cam, guanethidin va reserpin.

Céc thuée chen beta c6 thé lam gidm dap (mg voi adrenalin khi ding didu tri phan {mg soc

phan v¢. Can dic biét than trong khi dung trén bénh nhén cé tién sir di tmg hodc s6c phan vé

(xem “Canh béao dac biét va than trong khi st dung™).

Phan ung tang huyét ap khi dung clonidin dot ngdt co thé xay ra khi dung thude chen beta.

Cén chi ¥ khi dung ddng thoi thude nhé mat Brizoton véi clonidin,

Da ghi nhin cdc tri¢u ching chen beta toan thin (nhu giam nhip tim, tram cam) xay ra khi

ding timolol dong thoi voi céc thude e ché CYP2D6 (nhu quinidin, fluoxetin, paroxetin).

Cén than trong khi phéi hop véi cac thude nay.

Céc thude chen beta c6 thé lam manh thém tac dung ha duong huyét cua cac thude diéu tri

tiéu dudng. Cac thude chen beta co thé che gidu cac ddu hiéu va tridu chimg ha duéng huyét

(xem “Canh bdo déc biét va thin trong khi str dung”).

Thinh thoang da ghi nhan hién tugng gidn dong tir khi ding ddng thoi thudc nhé mit chen

beta va adrenalin (epinephrin).

Tuong ky:

Do chua cé céc nghién ciru vé tinh twong thich, san pham thude nay khong dugc trén lan véi
cac san pham thudc khac.

DUNG CHO PHY NU CO THAI VA TRONG THOI KY CHO CON BU

Phu nit co thai

Khéng c6 du du ligu vé sir dung thudc tra mét brinzolamid va timolol cho phu nir co thai.
Nghién ciru trén déng vat cho thay sau khi dung brinzolamid duong toan than cd xuét hién
doc tinh trén sinh san (xem “Dir liéu an toan tién 1am sang”). Khong nén dung thuée nho
mét Brizoton trong thoi gian mang thai. Dé lam giam hép thu toan than, xem phén “Liéu
lugng va cach ding”. Cac nghién ctru dich t& hoc cho thiy thuoc chen beta ding dudng
udng khong giy quai thai nhung c6 nguy co 1am chim phat trién thai trong tir cung. Thém
vao do, da ghi nhén dugc cac dau hi¢n va tri¢u chirng chen beta (nhu nl'up tim cham, ha
huyét ap, ha dudng huyét va suy ho hap) 0 dong vat moi sinh néu thudc chen beta dugc
ding cho me cho té1 khi sinh. Néu thube nho mat Brizoton duge ding cho t6i khi sinh, cin
theo ddi can than tré so sinh trong nhirmg ngay dau méi ra dai.

iz
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Khéng c6 hodc rit it dir liéu vé ding brinzolamid cho phu nir ¢6 thai. Cic nghién ciru trén
dong vat cho thiy co doc tinh trén sy sinh san. Khéng nén ding Brizoton cho phu nit dang
mang thai va cho phu nit ¢ kha nang mang thai ma khong dung céac bi¢n phdp tranh thai.

7] ‘on bu

Con chuard & ngrin brinzolamid tra mét c6 bai net qua stra me hay khong. Nghién ciru trén
dong vat cho thay rang brinzolamid dung dudng udng cé tiét vao sita me (xem “Liéu lugng
va cach dung”).

Cac thuoc chen beta co tiét vao sita me. Tuy nhién, & liéu diéu tri ctia timolol trong thude
nhé mit thi luong tiét vao sira me khong du dé gy ra céc triéu chimg lam sang chen beta
cho tré so sinh. Dé 1am giam hap thu toan than, xem phan ‘Dit ligu an toan tién lam sang
Tuy nhién, khong thé loai trir nguy co cho tré ba me. Cén phal cén nhéc gitra loi ich thude
mang lai cho me va loi ich cho tré khi tré dugc bi me dé quyét dinh xem ngirng/loai bo
thude nhé mét Brizoton hay dimg cho tré bi.

Kha nang sinh san

Chua thyc hién cac nghién ciru lugng gid tac dung cua thude nhd mit Brizoton ding nho
mét d6i v6i kha nang sinh san.

Khoéng c6 dit ligu ldm sang nao cho thdy c6 bét cir anh huong nao cua ca brinzolamid va
timolol dung duong udng don v&1 kha nang sinh san ctia ca glong duc va gidng céi.

Du doén Brizoton nhd mit cling khong gy anh huong gi dén kha ning sinh san clia gidng
dyc va glong cal.

ANH HUONG TOI KHA NANG LAI XE VA VAN HANH MAY MOC
Brizoton nhé mit ¢6 anh huong nhe dén kha ning l4i xe va vin hanh may moc.

M¢ mét tam thi hofic céc rdi loan thi giac khéc c6 thé anh hudng dén kha nang 14i xe hodc
diéu khién may méc. Néu mo mat xay ra ngay sau lghi nhé thude, bénh nhén can doi cho t6i
khi thj lyc sang trd lai trude khi 141 xe hodc diéu khién may moc.

Cac thude e ché carbonic anhydrase c6 thf; lam suy yéu kha nang thyc hién cac nhiém vu
can tinh than tinh tdo va/hodc phoi hgp thé chat (xem “Canh bao dac biét va chu y khi su
dung”).

TAC DUNG KHONG MONG MUON
Tom tat dir liéu an toan

Trong cac thir nghi¢m lam sang, tac dung phy thuong gap nhét 14 m& mit, kich (mg mét va
dau mit, xay ra voi ti 1& khoang 2% dén 7% bénh nhan.

Bang danh sach cac tac dung phu

Cac phan (ng phu sau duge ghi lai trong cac nghién ctru lam sang véi brinzolamid/timolol
va véi timg thanh phén brinzolamid va timolol. Chiing dugc phéan loai theo céc nhém sau:
Rét thuong gap (>1/10), thuong gdp (>1/100 to <1/10), it gip (>1/1,000 to <1/100), hiém
gdp (21/10,000 to<1/1,000), rét hiém gip (<1/10 000) hodc khong rd (khéng thé ude lugng
duoc tn suit dua trén céc dir liéu hién c6). Trong mdi nhom tan suit, tac dung phu duogc liét
ké voi mire o nghiém trong giam dan.

Nhém co quan Tén suét Tac dung phuy
Nhiém tring va nhidm Khong rd Viém mili hong’, viém hong’, viém xoang’, viém
doc miii’®

b< 4
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Réi loan hé méau va bach
cau

it gap

Giam s6 lugng té bio bach ciu'

Khéng ro

Giam sb llrc_mg hong caw’, tang clo huyét’

Réi loan hé théng mién
dich

Khong ro

Séc phan v¢'?, phan img dj tmg toan thén bao gdm
phu mach’, ban d6’ tai chd va toan thin, mén
cam', may day’, ngira®.

Réi loan chuyén hoda va
dinh dudng

Khéng ro

Ha dudng huyét’

Réi loan tim than

Hiém gap

Mat ngt'

Khéng ro

Tram cam', mat trf nh¢?, thy o, tim trang chén
nén’, giam ham mudn tinh dl,l03 ac mong>’, lo
lang’,

R&i loan hé than kinh

Thudng gap

R6i loan tiéu hoa'

Khong rd

Thiéu méau nio’, tai bién mach ndo? ngat’, tang
dﬁu hiéu vé tri¢u chirng cua bénh nhucrc co ngng’,
budn ngi’, r6i loan chirc ning vén dong mat tri
nhé?, suy giam tri nhé?, loan cam®?, run’, giam
cam giac* giat minh®, chong mat'~, nhirc du’

R&i loan mit

Thudng gap

Thung gidc mac', mo mit!, dau mat', kich img
mét’

it gap

Viém giac mac'??, khé mat', giac mac bi nhudom
mau', chdy nudc mat', ngira mat'?, cam giac c6 di
véat trong mat', xung huyet mat', xung huyét két
mac'

Hiém gap

Xo6i mon giac mac 16a tién phong s¢ anh sang',
tang chay nudc mat', ban 46 mi mat', déng vay mi
mit',

Khéng rd

Tang ti 1¢ t¢ bao hinh nén/dia cia than kinh thi
giac’, bong mang mach sau phiu thuat loc? (xem
“Canh bao dac bi¢t va than trong khi s dung”),
bénh day sing’, khiém khuyet rbi loan biéu mo
gidc mac’, ting nhin ap cdn mét" phu gidc mac’,
giam do nhay gidc mac?, viém két mac>, nhin d6i°,
giam thi lyc™, mgng thit’, kho chiu & mat3 di img
mat’, rbi loan th: gidc’, phi né mi mat'

Réi loan tai va mé dao

R&i loan tim

Khéngré
Thuong gap

Chéng mat’, u tai’

Giam nhip tim'

Khéng ro

Ngimg tim®, suy tim’, suy tim xung huyétz, bloc
nhi that’, suy ho hap — tuan hoan’, dau thit ngyc?,
nhip tim chdm?®?, nhip tim bat thudng’, loan nhip
tim**, d4nh tréng nguc®, nhip tim nhanh’, ting
nhip tim?, dau nguc?®, phu?

Ré&i loan vin mach

iteggp

Ha h_gyét ap'

Khong ro

Huyét ap thip?, cao huyét ap?, ting huyét ap', hién
twgng Raynaud?, lanh tir chi®

R6i loan hé hip, 1dng
nguc va trung that

it gap

Ho'

Hiém gap

A A ~ e
Dau hau hong', s0 miii’
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Khong rd  |Co that phé quan’ (chu yéu & bénh nhén da cd
bénh co thit phé quan), khé thd', hen®, chay mau
cam'’, tang hoat dong phé quan’, kich tng hong’,
nghet miii’, tic nghén dudng hd hdp trén’, hit hot’,
khoé miii®

R&i loan duong tiéu hoa [Khong rd Nén*’, dau bung trén'?, dau bung’, tiéu chay'’,
kho miéng', budn ndn', viém thyc quan’, kho
ticu®, bung kho chiu® da day kho chiu’, thudng
xuyén di tiéw’, ri loan tiéu hoa’, gidm cam giac ¢
miéng’, di cam’, day hoi’

Réi loan gan mét Khong rd  |Che xét nghiém chtc ning gan khong binh
thuong’

Réi loan mo da va dudiKhong rd May day®, ban dat sin®’, ngra toan than’, cing da’,

da viém da’, rung toc', phat ban dang vay nén hoac

dot céip bénh vay nén’, phat ban', ban d6'

RSi loan co xuong va|Khongrd  |Pau co’, co thét co, dau khop®, dau lung’, dau tir
mo lién ket chi’

R6i loan than va tiét|it gip Nudc tiéu o6 mau'

ni¢u Khongrd  |Pau than’, dai rét’

R6i loan hé sinh san va|Khdng 1o R&i loan cuong dwong’, roi loan chirc néng tinh
Vi duc?, giam ham mudn tinh dyc®

Rdi loan toan thin va|Hiém gip  [Khé chiu'’
tinh trang tai cho dung g hong ro Pau nguc', dau’, mét méi'?, suy nhuge®?, khé chiu

thude & nguc’, cam gide bon chon’, céu gat’, phi ngoai
vi°
Xét nghiém it gap Tiang kali huyét', ting lactat dehydrogenase huyét"

'Téc dung phy quan sat dugc voi phéi hgp brinzolamid/timolol.

’Phan (g phy ting thém quan sat dugc khi dung don tri liéu timolol.

*Phan (mg phu ting thém quan sat dugc khi dung don tri liu brinzolamid.

M0 td mét sé phdn img phu

Loan vi giac (dang hay vi khong binh thudng trong miéng sau khi nho thudc) 1a mot tac
dung phy toan than thuong duge ghi nhdn sau khi dung brinzolamid/timolol trong céac tht
nghiém lam sang. Dudng nhu 13 do thudc nho mat di t&i miii hong thong qua tuyen €. Anh
hudong nay co thé quy cho brinzolamid. Chen tuyen 1¢ hodc khép nhe mi mat sau khi nho
thude ¢o thé 1am giam anh hudng ndy (xem “Licu ding va cach dung”).

T!Juéc nhé mét Brizoton co chira brinzolamid, mdt sulfonamid trc ché carbonic anhydrase
néu dung duong toan than, Céc tac dung trén duong rudt, hé than kinh, mau, than va chuyén
héa noi chung déu gén vai cac chat e che carbonic anhydrase. Céc tac dung phu twong tir
nhu da duge ghi lai voi cae thuoe uc ché carbonic anhydrase dung duong uong cling co thé
xay ra khi cac thude nay dung tai cho.

Timolol dwgc hdp thu vao h¢ tan hoan. Diéu nay c6 thé gy ra cc phan img phy twong t
nhu da thay véi cac thude chen beta dung dudmg udng. Cac phan tng phu li¢t ké ¢ trén bao
gom ca cac phan tmg da thay trong nhém cdc thude chen beta dung duong nho mat.

Phan tmg phu ting thém ghn lién véi sy sir dung don thanh phén c6 thé xay ra véi thude nho
mit Brizoton ciing co trong bang trén. Ti 1& gap phédn ing phu toan than sau khi ding thude
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tai chd thap hon khi ding thude dudng toan thén. Pé lam gidm hap thu toan than, xem phan
“Liéu lugng va cach dung”.

Cac phan tng phu sau 515 duoc bao cao trong khi dung tri liéu timolol toan théan: phu phéi,
giam vén dong, ting tiét ngdrc bot, viém da trc}c vay, giam tap trung, kho di tiéu, tang duong
huyét, tho kho khe, ban xuat huyét gidm tieu cau khong dac higu.

Bdo cdo nghi ngo tac dung phu

Bdo cdo nghi ngd tic dung phu sau khi thude duge pa‘ip phép la rat quan trong. N6 cho phép
ticp tuc theo déi can bang lgi ich/nguy co cua thudc. Chuyén gia cham soc stc khoe phai
b4o cao bit cir tac dung phu nghi ngd nao vé hé thong béo céo quoc gia.

QUA LIEU

Trong truéng hop uéng nhim, triéu chimg qué liéu thuéc chen beta c6 thé gom nhip tim
cham, ha huyét ap, suy tim va co that ph¢ quan.

Néu xdy ra qua liu véi thuocs nho mét Brizoton, cn dicu tri tri¢u chimg va diéu tri ho trg.
Do brinzolamid, c6 thé xay ra mit can bang dién giai, phat trién tinh trang toan huyét, va c6
thé anh huong dén thin kinh trung wong. Ham hrong céc chit dién giai trong huyét thanh
(dac biét 1a kali) va pH mau can duoc theo ddi. Cic nghién ctru cho thiy khong dé dang
tham tach duoc timolol.

DUQC LUC HQOC
Nhém tri li¢u

Thube nhan khoa. Thube chéng ting nhin ap va tuong ty. Thuéc chen beta. ATC code:
SOIEDS].

Cg ché téc dung

Thube nhé mét brizoton chira 2 hoat chét: brinzolamid vé timolol maleat. Mdi thanh phan
nay déu lam giam sy ting 4p sut ndi nhan (IOP) bang cach lam giam tiét thuy dich nhung
véi céc co ché khac nhau. Phdi hgp 2 thanh phin ndy 1dm gidm IOP manh hon so v&i dung
riéng timng thanh phan. Brinzolamid 1a mét chét (e ché carbonic anhydrase 11 (CA-IT), mét
isoenzym chiém u thé trong mat. Uc ché carbonic anhydrase trong qué trinh thé mi chia mét
lam giam tiét thay dich, co 1¢ 1a do lam chdm sir tao thanh ion carbonat nén giam van chuyén
natri va nudc.

Timolol la mot thude chen thu thé adrenergic beta khong chon loc, khong c6 tac dung gibng
thin kinh giao cam ndi tai déng ké, lam suy yéu co tim trye tip, hodic tic dung On dinh
mang. Céc nghién ctru chyp cat lép va do quang huynh quang & nguoi cho thay tac dung chu
yéu ciia n6 co lién quan dén vige giam sy hinh thanh thuy dich va tang nhe lugng dich chay
ra ngoai.

Hiéu qua duoc lye

Hiéu qua lam sang

Trong mdt thir nghiém lam sang trén bénh nhan bi glaucoma géc mé hodc tang huyét ap mit
(1a nhitng ngudi - theo ¥ kién ctia ngudi gidm sat - c6 the co loi khi diéu trj phoi hop), va
nhirng ngudi ¢6 IOP co ban trung binh tir 25-27 mmHg, brinzolamid/timolol ngay 2 lan cho
hidu qua giam TOP trung binh nhiéu hon tir 7 dén 9 mmHg. Hi¢u qua lam giam [OP trung
binh cta brinzolamid/timolol ciing khong thua kém so véi dorzolamid 20 mg/ml + timolol 5
mg/ml.

Trong mdt nghién ciru 1am sang khéc trén bénh nhan glaucoma géc mo hay tang ap mit co
[OP co béan trung binh tir 25 dén 27 mmHg, hiéu qua giam thém IOP trung binh cia
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brinzolamid/timolol ngay 2 lin 12 7 — 9 mmHg, va giam thém 3 mmHg so véi brinzolamid
10mg/ml ngdy 2 lan va 2 mmklg so véi timolol 5 mg/ml ngy 2 lan. Nghién ciu cho thay
IOP trung binh giam hon ¢6 ¥ nghia thong ké so voi ca brinzolamid va timolol.

Trong ¢4 3 thir nghi¢m lam sang ¢0 461 ching, sy kho chiu ¢ mit khi nho
brinzolamid/timolol thap hon déng ke so vai dorzolamid 20 mg/ml + timolol 5 mg/ml.

PUGC PONG HOC
Héap thu

Khi nho mit, brinzolamid va timolol dugc hép thu qua gidc mac vao tuan hoan chung. Trong
mdt r_lghién_'l ciru duge dong hoc, ngudi khoe dugc udng l::rinzolamid (1 mg) ngay 2 lan trong
> tuin dé rat ngin thoi gian dat dén tinh trang On dinh trude khi bat dau dung
brinzolamid/timolol. Sau khi ding liéu brinzolamid/timolol ngay 2 lan trong 13 tudn, nong
dd brinzolamid trong & bao hong cAu & tuan thir 4, 10 va 15 lin Trot 12 18,8 + 3,29 uM, 18,1
+ 2,68 uM va 18,4 + 3,01 M chimg 1o rang da gilr duoc ndng do brinzolamid ¢ trang thai
&n dinh trong hong ciu.

@ trang thai 6n dinh sau khi dung brinzolamid/timolol, Cue VA AUCq 1z trung binh trong
huyét tuong cua timolol (Cpax: 0,824 £ 0,453 ng/ml; AUCqon! 4,71 £ 4,29 ng-h/ml) thap
hon 27 va 28% so voi dung timolol 5 mg/ml (Cpax’ 1,13 £ 0,494 ng/ml; AUCq.pon: 6,58 =
3,18 ng-h/ml). Nong do timolol toan than thap hon khi dung brinzolamid/timolol khong cod
lién quan vé mat 1am sang. Sau khi dung brinzolamid/timolol, Cx trung binh dat duge vao

thoi diém 0,79 + 0.4 gio.
Phén bb

Brinzolamid gin voi protein huyét tuong & mirc trung binh (khoang 60%). Brinzolamid bi
cb lap trong hong chu do nd cd 4i lyc cao véi CAIL va i lyc thap hon véi CA-L. Chat
chuyén hoa N-desethyl cua n cing tich liiy trong hong céu do gén chu yéu vao CA-L, Ai lyc
clia brinzolamid va chét chuyén hoa voi hong cau va md CA Jdin dén ndng dd chit trong
huyét tuong thép.

Dit lidu phan bé trong md mét the cho thiy ring co thé do duoc timolol trong thity dich tn
48 gior sau khi nhé brinzolamid/timolol. O trang thai 6n dinh, ¢ thé xéac dinh duge timolol
trong huyét twong ngudi sau khi dung brinzolamid/timolol 6 12 gid.

Qhuyég hoa

Pudmg chuyén hoa cua brinzolamid bao gom N-dealkyl hoa, O-dealkyl hoa va oxy hoa
mach nhanh N-propyl. N-desethyl brinzolamid 1a chéit chuyén hoa chinh cua brinzolamid
tfrong co thé nguoi. Chat nay cing gin voi CA-l khi c6 mit brinzolamid va tich lay trong
héng cAu. Cac nghién ciru in vitro cho thay chuyén héa cua brinzolamid chu yéu dudi tac
dong cua CYP3A4 ciing nhu 13 it nhét 4 isoenzym khac (CYP2AS6, CYP2B6, CYP2C8 va
CYP209).

Timolol bi chuyén hoéa qua 2 con dudng. Mot dudng tao ra mach nhanh ethanolamin trén
yong thiadiazol va dudng kia tao mach nhénh ethanolic trén nito cua vong morpholin va mot

nhanh twong tu voi mot nhém carbonyl lién ké vai nito. Chuyén hoa cua timolol chu yéu
duge xtc tac boi CYP2D6.

Thai tru

Brinzolamid dugc thai trir chi yéu qua bai tiét & than (khoang 60%). Khoang 20% lidu dugc
thai ra nudc tieu dudi dang chit chuyén hoa. Brinzolamid va N-desethyl brinz,olamidqlé cac
chét ban ddu dugc tim thay trong nuée tidu cung voi vét (<1%) cua céc chat chuyén hoa
khac la N-desmethoxypropyl va O-desmethyl.
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Timolol va chit chuyén héa cua né chi yéu duge bai tiét & than. Khoang 20% liéu timolol

dugc bai tiét qua nuée tieu dudi dang khong doi va phén con lai dugc bai tiét dang chit
chuyén hoa.

Nira doi huyét twong t,, cua timolol 1a 4,8 gi¢ sau khi ding brinzolamid/timolol.
Q -~ F - ~ - Rn z - .

Brinzolamid

Dit liéu ngoai 1am sang khéng cho thiy c6 nguy hai gi dic biét cho nguoi trén co s¢ cdc
nghién ctru thong thudng vé do an toan duge Iy hoc, ddc tinh cua lidu nhic lai, doc tinh trén
di truyén va kha nang gay ung thu cta brinzolamid. Cdc nghién cir phat trién vé ddc tinh
trén tho vai lidu udng brinzolamid 1én t6i 6 mg/kg/ngay (gép 214 lan liéu khuyén cao ding
trong lam sang la 28 pg/kg/ngay) cho théy khéng anh hudng dén sy phat trién ctia bao thai
mic di c6 dde tinh dang ké voi me. Nghién clru trong tyr trén chudt cong cho thdy c6 su
gidm nh¢ qué trinh xuong hoa xuong s va xuong Uc cua bao thai cua chudt me¢ nhin
brinzolamid véi lidu 18 mg/kg/ngdy (642 lan so voi lidu khuyén cdo 1am sang), nhung
khong xay ra voi lieu 6 mg/kg/ngay. Hién tugng nay xay ra o liéu gdy toan chuyén hoa lam
giam lugng cin ting 1én cua chudt me va giam khi lugng bao thai. P2 quan sat duoc trén
chudt con, sy gidm khéi luong bao thai c6 lién quan dén lidu dung brinzolamid dang udng
ctia chudt me rai tir mirc do thap (khodng 5 — 6%) O liéu 2 mg/kg/ngay dén gan 14% & lieu
18 mg/kg/ngay. Trong thoi ky cho con b, lidu khong gdy anh huong dén chudt so sinh 1a 5
mg/kg/ngay.

Timolol

Dit lidu ngoai lam sang khong cho thiy c6 nguy hai gi ddc biét cho ngudi trén co sO cac
nghién ciru thong thuong vé d an toan duge 1y hoc, doc tinh cua ]iéu nhac lai, doc tinh trén

di truyén va kha nang gy ung thu cua timolol. Céc nghién clru vé doc tinh cta timolol trén
sur sinh san cho thdy c6 sy chdm phat trién bao thai & chudt cong ma khong co tac dung phy

ddi véi sy phat rién ciia chudt con sau khi sinh ra (& liéu 50 mg/kg/ngay hogc 3500 lan liéu
khuyén céo la 14 ng/kg/ngdy) va tang su thay ddi cuia bao thai & tho (lieu 90 mg/kg/ngay
hodc 6400 lan liéu hang ngay dung trén 1am sang).

HAN SU DUNG

2 nam.

Lo thudc sau khi m¢ dugce dung trong vong 28 ngay.
Khong dung thuéc qué han sir dung ghi trén bao bi.
BAO QUAN

Bao quan trong bao bi géc dudi 30°C.

Pé xa tam tay tré em.

PONG GOI

Lo 5 ml. Hop carton 1 lo.

TIEU CHUAN: Tiéu chuin nha san xuat

NHA SAN XUAT

JSC “Farmak”

74, Kyrylivska str., Kyiv, Ukraine, 04080.



