BOY TE CONG HOA XA HO! CHO NGHTA VIET NAM

CUC QUAN LY DUQC Poe 1dp - Ty do - Hanh phice
S 6: _5_')711'.7 /QLD-DK Ha Noi, ngay 82 thang 6 ndm 2023

Vv thay ddi ndi dung t& hudng din
st dyung

Kinh giri: DKSH Singapore Pte. Ltd

Die chi: 47, Jalan Bur oh, #09-01, Singapore 619491, Singupore,
Viin phong dai dign: Téng 12 toa A, toa nha Viettel, s6 285 ding
Cidach Mang Thang Tdm, Phuong 12, Quén 10, Théanh phé Ho Chi
Minh.

Cuc Quan Iy Duge nhan dugc hd so s6 1iép nhin 2737/TDNN ngay
16/11/2021; xét don dé nghi va cée tai ligu bd suhg co lién guan clia Cong ty (58
lu,p nhéin 3479, ngay 18/04/2023) vé vide thay dbi ndi dung (& hudng diin st dung
ddi voi thube da duoe edp gidy ddng ky luu hanh.

Cén cr Thong tur $6 08/2022/TT-BYT ngay 05/09/2022 clia BY trudng BG
¥ (& quy dinh viée clcmg ky luu hanh thude, nguyén ligy lam thude; Théng (u s6
0172018/TT-BYT ngay 18/0172018 cta Bn trudng B Y (& quy dinh ghi nhin
thude, nguycn ligu tam thude va 1o hudng diin su dung thudc;

Can ctr Bién ban thim dinh hé so thay ddif bo sung clia Cong ty, Cue Quan
ly Duge c6 y k[cn nhur sau:

Dong, v v& viée thay d6i néi dung tor huéng dén st dung ddi voi thude
Cranfort, s6 dang ky gia han: 5391 10019923 (s ding ky o ciip: VN-19767-16).

T hudng din sir dung méi cia thude duoc dong diu xde nhin cha Cyc
Quén Iy Duoge va dinh kém theo conj:, vin nay

Ngoai ndi dung dugc thay déi trén, tat cd che ndi dung khae gilt nguyén
nhu b so ding ky thude hwy tai Cue Quan ly Duge.

Co s6 ding ky, co s& san xuét phai chiu trach nhidm vé chit luong dbi Vi
thude lwu hanh tén thj trudng va cb trach nhiém théng béo sy thay ddi nay dén
cic cor quan lién quan va khéch hang,

Sau 12 thang ké L ngay ky cdng vén nay, thube trén khong duge nhiip khiu
voi cic ndl dung cfl d3 dé nghj thay dbi.

Cue Quan ly Duge théng bao dé Cang ty bidt va thye hign ding cde quy
dinh eta Vigt Nam vé luu hanh thude./,

Nei nhén: K ]"f CUC TRUONG
- Nhrwén, I’HO CU(“ TRUONG
- Cue trudng (¢ ble); [t_, /_..

~ Luus VT, BICT (1), (2b). Paf v r. ‘o

Nguyul Thanh Lim
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Bimatopros( 0,3 mg/mL va timolo! 5,0 mg/mL

Ll n:-‘sw
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.
Thong bilo cho bie 57 aice tie dgng khong mong mudn gip phil 1K s dung thube.
D& sa thm tay ted em,

THANI PHAN CONG THUC THUGC

Ml mL ehira: o

Thimh phan hogt char: Bimatoprost 0,3 mg vi timolol 5 myg turong dieng véi timolol maleat
6.8 mg.

Thimh phrm f<i dwge: Benzalkonium chiorid, natei chlorid, dibasic natei phosphat heplahydrat.
acid citric monohydrat, scid hydrochloric hofie natei hydroxid (d& dida chinh pi). nude tinh
khiél.

DANG BAO CHE
Dung dich nhg mil,

CHIDINK
Lam gidm dp sufit ndi nhiin (10P) & banh nhan bi glam.nmu goe ma hoae ting nhan dp Ishon.b
dép tmg dily di vér cde thude chen beta hode cae cht fwrong ty prostaglandin ding tgi chd,

LIEY LUONG VA CACH DUNG

Thube nhd mi.

GANFORT® dtro‘c chi dinh ding tai ¢hd cho mét,

Cung nhir vot bt ky lhum, nhé miit ndo. dé giam kha ning hiip thu todn thén, I\huyw cén nén
dn vdo Wi 18 & #oc miﬂ wrong (bit diém 18) trong it nhét 1 phit, Nén thye hign diéu nay ngay
sau khi nho vao mai mét (Thue Il y khoa chudn).

Liéu l\huybn cdo cho GANFOR'T™ la [ gigl viio m?rl binh 1 Bn/ngdy, ding vao budi sing
hoie hum téi. Nén dimg thuée vao cling mét thdi dlcm mdi ngdy,

Mat s dir lidy y viin hién co ve GANTFOR'™ cho thily dimg thude vio budi i co thé eo higu
qui hon trong vige Tim hyg dp suft nol nhiin so véi ding vao budi sang. Tuy nhicn, nén xem
¢t kb nding tuan thit vtéc dung thube khi cin nhﬁc dum, viio budi sang halic budi 681,

Néu quén | tidu, nén llL]) e diul ti v lidu k& tép nhur da dinh, Khang duge vogt qua litu
ditng 12 mt gmt vaio mit bénh mm npay.

Néu ding nhidu han mot logi thude deing 19 ¢hd dudmyg mél, phai nho ede thude khie nhau
cich nhaa It nhdt § pht,

St dung dtré em
BO sty todn vt higu qui cia GANFORT“chera digre xée dinh & bénh nhi.
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St dunp & npuii eap tudi )
Chura quan sit thiy sy khac gt dng thé vé 46 an wan vi higu qud gita bénh nhin ngudr 1an
cae 6P va cie bénh nhan ngtrdi on khic,

Bénh nhin suy gan hoiic suy than A
Chua cé nghién citu vé& GANFORT™ (1én bénh nhdn suy gan hofie suy thdn. Vi vay can thin
(rong khi didu 1rj cho nhirng bénh nhéin nay.

CHONG CHI DINH

(filu“mg chi dinh dimg GANFOR ™ g nhitg bénh phitn cé cde tinh trang sau:

«  Quit miin cdm vdi cac hogt chét pofic bt ky thanh phin ndo cia b duye, )

o Bénh dudng hd héip tai hoal bao gdm i hen phé quan hode cé Gén st hen phé quan, bénh
phdi tic nghen man (ol niing.

»  Nhip lim chiim xonng, héi chimg nit xoang bénh | ¥ (sick sinus syndrome), bloc xoang
nhi, bloc nhi thit dé 11 hoic 4o 11 khong duge kiém sodt bing may tae nhip tim, suy tim
18, sdc do 1im.

CANH BAO VA THAN FRONG .
CAn thin trong ki str dung GANFORT™ & bénh nhin b vigm ndi nhan hout ddng (vi duy:

- . RS IS I - AL .
viem miéng bo ddo) vi tinh egag viém ¢6 thé 1rim rong hon,

Phit hoang didm, bao gbm phis hofng diém dang nang dif duye bio cio trong khi didu i biing
GANFORT®, Nén than trong khi dting GANFOR'I™ cho hank nhin khéng 6 thily tinh thé,
bénh nhan co (hily tinh thé nhan lgo vdi buo sau thety tinh the bj rich, hojic nbimg bénh nhan
da bict c6 yéu 16 nguy co vé phit hodng didm (vi dy: phi thogl trang mét, tic nghen tinh
magceh vong mae, bénh viém mit vi bénh ving mae do dii thao dudmg). QL -

D& quan sl thity dioe s (@ing sfe & ¢ mong mét sau khi didu tri hiing GANFORT™, i3¢nh
nhan cfin duge théng bao vé khi niing tAng siic (6 mau ndu & mdng mit, ¢ hé 13 vinh viE-‘:'n‘.
Sur thay @bi sée 16 13 do tang ham lugmg medanin trong € bao melanin, hon 14 ting sd lugng e
bao melanin. Anh argng [fu ai cua siF ting sic 16 & mdng mét chory durge hidt. Su thay déi
mau cda méng mat duge ghi ohin khi ding bimatoprost tgi mét e thé khdng duge chii
trong vai thang dén nhidu nam, Ci ndt novi {nevus) va che dém sic (6 ndu (freckle) trong
mdng mét dudmg nhwr ddu khang bi anh hueng do didy Irj.

b = T n . LI SR T TR P S |
JANFORT™ dii duge biio cio gay ra cdc thay déi déi veri ma nhidm sfic 0. Thay dot ve sic 10
dif dugre bito cdo thudrng ¢@p nhit 1 ting sfc 10 cha da quanh mat vit sfim mdu [ong mi.
Nhiém sfic 16 quanh & mad da dhge bao edo 1 o hdi phye & mgt 86 binh nhén,

Ca kha niing phal Lrién 18ng & ohitng vimg dung dich GANFOR' T (idp xtic 1 lai vl bé mil
da. V1 vy, didu quan trong 18 nho GANFORT™ theo ehi din vi trdnh dé thude chay rfn ma
hoge nhiing ving da khie.

Trong cic nghién ciu vé dung dich nho mit bimatoprost ¢,03% & bénh nhin b glaveoma
hofic tEng nhan ap, da chimg minh dwge dng vie tidp xoc véi mat thudmg xuydn v hon |
fidy bimatoprost mi ngdy cd thé lam pidm tic dung lam hy dp sudt ndi nhan. Nén thep dd dp
SUAL G nhiin & nhting bgnh nhéin st dung dung dich nhd mét himatoprost véi cde chit firong
Wy prostaglindin khae.

PP a A
GANFORM churg duwge nghién cfrn trén cace bénh nhin bi cde linh rang viém nhin oiu.

glatcoma 1dn mych, glwcoms do vigm, glacoma goc dong. alaucomy bam sinh hojic
glaueoma gée hep.
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Ciling nhu véi che thude cltmg,» tai chd cho mil. cdc hogt chit bimatoprost vi timolol trong
GANFORT™ ¢ (hé duge hap thu todnn thin, Chug quan st iy su @ng hap thu loin thin
clia e hogt chal viéng 2.

Da thanh phin beta-adrenergic 10 timolol, ede phan fmg phy dién hinh cda thube chen thy thé
beta-acrenergic loan than c6 thé xiy ra, bao gbm cde phan img sau: i .
Fhen vé: Trong khi ding thude chen beta, nhitng bdnh nhin 6 {ién sir & ‘g hofic tién sit
phin tng phan v§ niing voi nhidu chit gay dj img thi co thé eo phin (g phict hon i vigc
ding I5p lai cde chiit gay dj ing wén, Nhfmg bénh nhin ndy ¢b (h¢ khang dap dng vai licu
epinephein thong thudng duge si dung dd didu ui phan mg phan vé.

Roi loan tim: Mije di hiém giip, nhimg cée tde dung (rén tim much di duge bio cdo, baw gdm
¢ r vong do suy Lim. Cn thin trong khi sir dung GANFOR'T™ & bénh ohdn bi hénh (im
mgeh (vi dye bénh mach vanh, dou thi ngwe kidu Prinzmetal, bloc tim dé 1 va suy Lim) va by
huydt ap. Nhitmg bénh nhan co tidn sir bénh tim mych ¢An duge theo doi vé ede ddu higu xau
di cva nhitng hénh ndy.

Ru:'i logn b heip: Mge dit hidm, cie phan g ho hilp d3 duge bio cio, ké cit L vang, do o
thitt phé quan, L

GANFORT* ndn dwige chi dinh thin treng & nhing binh nhan bj bénh phdi 1ie nghén man -
tinh mire dj nhe va trung binh,

Bénh dai theo diegng: Cin (hn trong khi dimg thude chen beta-adrenergic cho bénh nhin bj
ha dudng huyét ur phit hofic bénh whan déi (hio dwding (dic bigl 1a nhitng ngerdi bj dii thio
duémg khémg dn dinh) vi thude chen thy thé beta-adrenergic ¢ 1hé che ip cde ddu higu va
trigu ehimg cta hy dudng huyés cip tinh, ' ]

Crrdng tuyéin gidyg: Ihede chen beta-adrenergic o6 1hé che fip cde din higu cia cudng luyén
pidp. ;

Bénh gide mye: Thude chen bela ding cho mét ¢o (hé gdy kho mit, Cln thin wrong khi didu
Irj che nhitag bénh nhén bi bénh pide myc.

Bong mdng mach: Bong mang mach sau i thudl lge di duge bio cio val vide st dung tr
ligu fre ehé thily dich (vi dy Limalol),

Cde thide chen beta khde: Chn than trong khi st dung ddng thai vl thude chgn beta-
adrenergic toin thiin do kha niing co tie dung cong hudmg eén sy phong bé beta todn han.
NEn theo dBi chiit ¢h dap tmg cda nhitng banh nhin ndy. Khéng khuyén cio vice st dung 2
thudce chen betu-adrenergic ding i chd,

ey mé phan thugt: Thude chen beta dimg che mél o thé fm giam nhip tim nhanh bl et va
@ng npuy co by huydl dp khi s dung két hop véri thude gy mi. Bie s gy té phéi duge
théng bao néu bénh nhin dang sir dung GANFORT™,

Clire ndng pon va thin: GANFOR'T™ ¢hua duge nghien et & binh nhiin suy gan hofic sy
théin: cdn than trong ki didu trf cho niritng bénh nhan ndy,

]
a

Rai foan much: Chn than rong khi dicu (i cho nhtmg bénh nhin bi rdi Togn Tudin hodn ngoyi
bién nding (te 14 hign nrgng Raynaud). :

Stk dung kinh it trong

M3

o7

-



Nhirng bainh nhin dang mang kinh sat trdng mém (s nude) ein duge htr(&ng, diin dé thao kinh
st rdng ra trede khi sir dung dung dich GANFOR'T™ wit chér i nhdt 15 phiil suu khi nho
GANFORT* mest e thé mang lgi kinh a1 trong mém.

Ciuh bio vd thin troug chung

Cén hwdmp [IEII'I ¢ho bgnh nhin tranh clc diu el b thude lu.p xie vii miit hojie edc cdu e
Nung quanh miit dé tanh t6n thuong mt v nbidm ban thude nho mit,

Chéll hcnzdlkunmm chlorid trang GANFOR'T™ (da 1idu) ¢6 thé duge hip thy va piy doi miu
kinh sdt vong mém.

Buvnllmnmm ¢hlor [cI trong GANFORT® di hrge xde dinly 13 an 1odn cho mal bing 2 nghién
elrt tidn 1am shng v& dbe tinh & mél khi ding GANFORT" v L,u tdhwoe e chira 0,005%
benzalkonium chlorid. Cée nghién cltu ndy ¢ cho lh’:y khdng ¢6 lac dung phy & k&l mge
hofic gide mac biing caeh kidm ta mét va md bénh hoe vi thé.

St dung cho tré em
An todn vi higu qua cda GANFORT™ chua duge ehimg mink (rén bénh nhin nhi,

S dung & ngudi eao (udl :
Chua quan sat thly sy khde bigl ag thé vé dd an todn va higu qua gitsm cie bénh nhin cao
1udl va bdnh nhan npudi Wn khie,

PHY NT' CO THAT VA CHO CON BU

Phu niv ¢d thai

Chua ¢é ddy do dir Ium vé vige dun;, GANFORT¥ cho phy nir ¢d thal. GANFOR'T™ ¢hi dm;rc
dimg trong thai k¥ néu lpi ich ca thé c6 ddi vai ngudi me cao hon nguy co b thé ¢d di vel
thai nhi.

’f
(hl
Cho con bt

Timolol d duee phdl hign wong st me suu khi dimg ||'I|.IC)L ditmg udng va nho mit. Cic
nghidn et tén chudl obng cho thiy bimaioprosl dutye bai 1ié1 vio stra et chudt eho con b,
Khong nén dimg GANFORT™ cha phy nir dang cho con bi,

TAC DPONG TREN KHA NANG LAl XE VA SU DUNG MAY.MOC

GANFORT" khon;: tnh hutng ding ké rdn kha niing Iii x¢ vA $iF dung may maée. Cling nhu
béit ky thude didu (e mit nda. néu xay ra nhin mo thodng qua khi nha mdl, bénh nhdn nén chis
cho dén khi nhin v é loi tude khi 47 xe hay st dung may mbe.

TUONG TAC THUOC ) ;
Chura ¢ nghién et vé trong, tie thude duge thyue hign véi GANFORT™,
Tinide chen hetw-adrenergic: Cn (heo dai nhimg bénh nhéin dang ding mat thude chen beta-

adrenergic dudng todn thin (vi dy: dudmg ufing hofic tidm (Tnh maeh) vi GANFORT* do kha
niing ¢ lde dung edng pdp chen beta dbi véi ca huydl ap loan thiin v dp sudit ndi nhan.

Thude dmm,r i Imwf dplglveasid tim: CO kha niing xdy ra cdc lie dung edng thém dan dén
ha huyu ap, vidhojc uhlp tim ehdm 15 rét khi dang dung dich nhe mil cluld timolol dény, thivi
vai ede (hude ulu,n kénh calci dunf_. duémg ubng, guanethidin, thude ulmnp_, logn nhip, ¢ic
thude ed the dyung gidng phé gino cim digitalis glycosid va cic thube chéng tang huyér dp
khic,

: . . . s . e e AL
Ve gicn ding ni: Miie di timolol €6 It holie khdng ¢6 tée dung trén kich thude ciia ddng

Al
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Wi, thinh thodng ¢b bio edo vé gifin ddng 1r khi timolol duge ding vai thude gitn ddng W
nhur adrenalin,

Thude ke chd CYP2D6: DA ¢b bio cio vé le dung chen beta an thin mgnh (hém (vi du:
giam ohip tim, twdm cam) trong khi dién Irj k&L hop voi thude tre ché CYP200 {vi dy
quinidin. thuée (re ché 1ai hip thu seratonin chen lge (SSRI)] va timolol,

‘TAC DUNG KHONG MONG MUON CUA THUGC

Kinh nphidm tir efic nghign efra 1im sing ~ Nphidn cip 192024-018T va 192024-021T
Yoi GANFORT (0 lidu)

Trong cdc nghitn i 1om sang then chdt 192024-01871 v 192024021 voi GA.NI"'()R'I"“.
hiiu hét cde phan tmg phy déu thodng qua va khéng & méie d§ clin phai ngimg did i, Cée
phin dng phyt ¢ duge ind hda, st dyng (r dién COSTART cé sin vio hdvi didm nghién clu.
Bang 1 trinh biy dir [1gu gp 12 thitng 1r cdic nghién edu then chdt va phin dnb cic phin g
phy & ohanh didu ] GANFOR'T™ phyr da duge bao cdo, Sy siip xép cie phin g phy dya
1rén phin Toai he corquan (hew MedDRA (SOC) theo thir tyr da dugye thing nhit qude 1€,

Baag I 'Tom tiit vie philn dmg phy trong nphitn eiu 192024-0/8T va 192024-21'F
&2 1% hinh ahiin trong nhém didu 1] biing GANFORT™

(0 Nidu ghyp 12 thang) ‘ qL/

Nhém h§ eo quan GANFOuT"

Thufit ngiy au én N=533 _ .

RAF dogn mifie

Sung huyt két mae 146 {27,49%)

Cilm gific nong 1at rong mil I [EAawy

Tang tueng Tang mi T 0(3%)

Ngda mit 35 (6,6%)

“Vidm pidc mpe ehim nong T TS (6.6%) T
Khd mi - 5@y
Cam gide dj vt 21 (3,9%)

Nhigmsfedmimn T 7 (3.3%) N
So dnh sdng B 17 (3.2%)
“Cam gife ehiim chich & mél ) _W/u) T T
Thi e xdu di 16 (3,0%)

Ban dd mi mil 14 (2,6%)

Dau mat 14 (2.6%)

An ton gide mae 13 (2.4%)

R Tagn thi gide 1223

ViEm bir mi G {1, 7%) _
TECdleh mit T T 7S
P mi mal 7(1.3%) -

Kichtmg mit R B T I
Chiy mrede mal wan G(1,1%) T
"Nt mi mal T 6 (1,1%) o
Rbi logn du vi md drdi i T T

5M3
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2am 1ang | 6¢1,1%)
Rol togu b thin kink

Nhite diu I T 15 (2.8%)
Rai logn i Mp, ngre e fring thi ST
Viém mii I 6(1.1%) _ .

I3Ang, 2 trinh bay cde phin (mg phy v (81§ < 1% trong diy ligu gdp 12 thdng tr cie nghién
citu then chit 192024-01 81 vé 192024-021T.

Bing 2: Tom 11 e phin dmg phy grong Nghida o u 1920240187 vi
FR2024-021T 0 < 1% Iwnl: nhiin {rong nham {lidu tri Imnf.,
GANFORT™ (dn tidu) (DI 1ign g0p 12 thing)

Nhém h§ co' quan GANFORT™ (P Titu)

Thuit ng_lLru tién N . N =533

Ri fogn midt . _ .

Phi k&1 mye . _ 4 (0.8%)

DBay mi mAt e _ 4 (0,8%) —
Vigm ménu i . 4 (1.8%)

LAng quim 4 {0,8%)

M maf 2(0.4%)

Kinh nghiém hiiu inai
Cic phan Ymg phy sau day di duge xdc dinh trong qua trinh st dung hiu mii GANFORT"

trong, thire ldnh Fam shng. Vi nhung phin un;, mly duge bie cdo ty nguyén tir mét nhom din

s eh quy md khéng duge biét nén khéng thé irde tinh vé tn sudt.

Rm !ugm méit: plit ho‘mg, didm dang nang, 1am su thém rinh mi mit (ching 16m mdt), tEng

sfic 16 méng mél, sung mél. nhin mir, kho chiu O'IH:'Il

Rm foan de vé e dwéd da: ting sie 16 da (quanh min), rung e, ddi mau da {quanh mit).

Rm fog tien el nlup lim cham. e
Rm fogn c.imng Ve fotf i trf elimgg thide: m@t mm A

RAT logn he theing mién dich; phin g qud mén bao ghm cdo ddu hidu hofic trigu ching et -5‘1\3\
viém da dj tmg, phi mach, dj img nml W )v“
Rr;r fogn hé than kinh: Lhoug,mé! rdi lonn vi gide. LA
Rm fogm tam thee mat np), fic magng. A ;}f)

Rurlrmn ho hiclp, fing REWE Vi Irung thelt: Tien suyén, khé tho. Lo
Rét logn maeh: Tang huydi ap .

Cic phin g phu b sung . ‘
Cac phin (mg phy bd sung duge ligt ké dudi ddy da duge bio cdo vai cie hoat chit
bimaloprost va timalol va cd kKha niing xay ra véi GANFORT™

Bimatoprost 0,03% da |ILll((|l1ng aho min

Rm fogn mcd: moi mid, sm mau Iung, mi, viém mi mﬁl nhitng llmy dm quanh nhan cdu va mi
miit di kém teo md quanh nhan edu vi elmg da din dén sdu ranh mi mit sup mimil, [om miit
vl co il mi mill,

Rai logn tién hia: Budn nén,

Rii bogn maceh: Fling huydt ap.

Tignglot (ding aho mi()
Rii luan mdit: Giam nhay céim gisc mge. soNng lh;.’.gm pemphigus; sa mi miL, thay ddi khiie
xg. eie dfu higu v trigu chirng kich tmg mit bao gdm viém két mye va vicm gide mye,
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RAP Youn tim: Logn nh;p bloe nhT tidt, ngimg tim, Suy lim, daw ngue. suy tm sung huyét.

phil, bioe {im. ddnh lmm, ngwe. phit phbi, con dau thit ngye xdu di.

R logn tai vér naé dgo: 1) 1o, '

Rdi logn 1icu hoa: Dau bung, chin an, tigu chay, khd migng, kho tidu, bubn nén, ndn. ;

Reii logn toém then vé it trang toi ché diong thie: Suy nhuge,

Rai logn hi midn cdich: Phan dng dj g (odn thin bao z.f\m ¢l phin v¢, lupus ban do hé
limug

Rm fogn elgydn hése v dinh cheding: 1y dutmg huyét (& bénh nhin ddi (hdo duwtmg - xem
phin CANH BAO VA THAN TRONG).

In’m lescrrt It ccr.umng vt inei 1idn kér: au co.

RAF toar g thein kinki: Thidu méu niio eye bd, Lai bitn mach mau ndo, ting cie div higy va

trigu chimg ciia binh nhurge cov nang, tl; cim, ngul.

Rei fogan tm thém; ‘Thay clm hnnh vi vi cic rdi Ioan (@m thin bao gdm lo Au, 10 18n, trdm com,
mnl dinh huding, o ;,1"1(. hon chdn, mAt trl nhd, budn ngo,

ROt fogn hié sinh sén v tpdn wit: Gidm duc niing, bénh Peyronic. xer hoa sau mang bung, rdi
ioan chire nam_., tinh dye.

Rm logn his e, NEHe Ve (i !lm! Co Lhil 1)|1t. quan (ehd yiu & bnh nhin bj ¢ Cnh co Lhil
pht‘ qu.m tir ruse {xem phiin CANH BAQ VA THAN TRONG), Im sung huy& miii, suy ho
Imp nhiém uun;, dut\ng hé hdp tdn,

Roi logn dir va nm ehredri der: DU edp tinh etia bgnh vay nén, phidt iz dgng vity nén, phal ban
do,

Reii fogur maeh (g1 phen do tim maceh): € hip khifng cach héi, tay vé chin lanh, ha huyée dp,

hién tgng Raynaud, . e
g

QUA LIEU VA CACH XU TRi

Chura e lhong tin vé qud, lidu GANFORT™ & nguot. Néu xay ra qud Jidu, nén diéu 1 eige
L.hunL vl dn,u r ho trgrs céin duy Ui dumy thir thang thodng,

Nul vl ¥ udng nham GANFORT™, lhon;; tin sau d.w m (hé hiru fch: trong cie n;,hu.n ety 2
wan cho chudt cdng v chud nhit dimg (qunj, uun;, lidu humunpmst 1én dén 100
lnyhg,/ngdy khdng giy m bt ki die tinh nao, Lidu nd 1y eno hon ;_,'np 36 1An so vai lidu khi
tinh e ubng mit chai 7,5 ml, dung dich pho miil 0,03% bimatoprost v&i (1€ nho niing 0ke.

il cé bito cao vé vo ¥ ding qud idu dung dieh nhé mdl timolol diin dén cae tde dyng loan
thén twong L nhw da gip voi ihude chen bela-ndrenergic toan thiin nhur chéng mil, nhive d.nu.
hm ihd ngdn, nh]p tim eham, hg huyét dp, co thé ])hL qlmn vl gt tim. Mot nghidy ety vl
lham tich méu in vitro, siv dyng MC timolol ¢ony thém vio huydt trong npudt holie miu oén
phin cho thily timolol duge tham tach o€ dang khoi cie dich ndy, (uy nhién mot nghién ciny o
cde bénh nhiin suy (hin che théy timalal khéng 4 dang duge thém téch,

CAC BAC TINH DUQC LUC NOC

Nhom ehiepe 10 fidu

Thude phéi lip etia Timolol - tie nhiin chen heta ding trong whiin khoa.
MR ATC: SOTED 51

Coelid e :."mn.

GANFOR'T™ g gbm 2 hoat chit; _bimatoprost vi timolol maleat. Hai thanh ph.m ndy 1am h'l .ap
suiit nf}t nhan (IOP) qua co ché tie dyng b sung va tde dung phéi hep. dan dén 1dm ha thém
dp sudt noi nhdn so véi khi ding timg thanh phin ciéng 18 GANFORT™ ¢b khdi phél tdc
dung nhanh,

Bmmwpmal 14 mt chél lam ha nhfm ap mynh. Ba & mdt pr ostamide (dng hop. oo lién quin
vai prostaglandin F2a (PGF2a) v miit cdu trie phin 1 vd e déng thong qua Lhy thé
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prostamide d& duge xde dinh. Bimatoprost lam hy dp suit nii nhiin & nguoi biing ciich It
tng thodt thay dieh qua mang 1uGi be eling mae v mdng bd dio-cing mae (thong qua cie
ké&nl Schlemm),

Timolol 13 mét thude chen thy thd betay va betas adrenergic (khdng chun lpc). klibng e tie
dng kich thich thin Kinh giao cam ndi ti dang ké hay 1ac dung irge tiép 1am gidm hoat dong
o !lm. cling nhu khodng c6 lie dung v cim ol ¢hd (e dong 8n dinh miéng). Timalol lam hy
ap sudit ngi nhin biing cich gidm sy hink thanb thity dijch.

Tvie chung fam séng

Bimaloprwu lan ha dp subt ndi nhan vol tie dung ha nhan dp dat dish vao khodng 12 git:
Limolol ¢6 Lhc (Ignu, ha nhiin dp dat dinh vao khodng 1-2 gic, Ci bimatoprost va timelol im
ha dp sudt ndi nhiin dang ké sau lieu dung déu Lidn, i

Tac dyng lam hyg ap sudil Qi nhin ¢da GANFORT™ E\hfmn kém tie dung dat duge do did tr
1 trgy biing lnnmlc:prosl (1 ln/mgdy) vi timolol (2 linfgay).

e A A .
ML sb dir ligu y vitn hign oo vé (‘Al\! FORT™ cho thily dime thude vie budi 161 6 thé e6 hidu
qua hom trong vide lm by dp sudt n0t nhiin s0 vdi ding vae h:_ I sdng, Tuy nhrt.n nén xem
x¢t Kha niing tudin thi vide ding thude khi can nhée déing viho budi sdng hode budi (i,

S dlynig of (e em
Lligw qua vi 4§ an todn ctie GANFORT trén ddi tugmg 1 em tir 0«18 tudi chua duge (hidu

Hip. &\_, pa

CAC DACT iNH nugc DONG HQC
Thudle: GANFORT™

Num, dd bimatoprost vi luno]ol Lrong Iu:yc,l twrang dit dge xde dinb trang ml ngmn el
chéo so sdnh don tr lléu vdl diéu Lrj GANFORTY cho nhirmg n:,um khde manh. Sy hip thu
todn lh‘ln ctiat 1img thuoe e vl khdng bi anh hudng do sy phdi hyp trong mdt cong thie
duy nhit.

Trong 2 nghlen ciru kéo dii 12 Lh“mb dinh gid sy hdp Ot toan théin, khéng qiran il thiy s
tich [y thude & timg (hanh phén riéng g,

*
{

Bimenaprost

Blmalopi ost thim (81 véio pidie mac v cing mge ngudi & phong (hi nghigm. Sau khi nho mi,
ncnu @ 160 heu wain Mhiln cin bimatoprost it théip, khéing tich Ity theo tlml gian, Sau khi nho
mil | gigt bimatoprost 1,03% | lin/ngdy vito ¢ liai mit trong 2 tudin. ndng dg dinh trong mdu
dat e trong vong 10 pluit sau khi nho mé va g giim xudng dwdi mire gidi han cu thé phat
hign (0,025 ng/ml.) rong vang 1.5 gid sau khi nhé mAL Ciie (i s trung binh cia ndag dé cao
nhal (Cue) v dién tich dudi dudng cong ndng 18 {AUCua e trong - nhau gifta ngdy thiv
7 vangdy 1hir 4 & mire \.1|: X1 0.08 ng/ml vt 0,09 ngegit/ml, mdt eded tromg img. Didu dé
cho thiy 18 nbng 46 thube & tang thai 8n dinh dal dirge ngay trang Wwin ddu licn st dung
thude.

Bimatoprost duge phén bé viru phai vio cic md trong eo thé, thé tich phtm bé 1030 (hin i
npud & trang thiti Gn dmh 140,67 1f/kg, “Trong miu ngudi, bimatoprast cha yéu & trong hoyét
tteang. Bimatoprost [.’,cm ket vesi prolcin huydt rong khofing 88%.

Bimatoprost 1a dgng luu thdng chi yéu trong midu mat khi no vio duge tuiin hoin todn thin

si I\!u iding dudmg mﬁl. Sou do bimatoprost trai qua sy oxy hoa, N-khir ethy! vl glucuronide
hoa dé tao thanh nhidu chit chuyén hoa khae nhaw,
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Rimatoprosi dwge thai e ehu yéu gua sir bai ét cln th(ln dén 67% l]LtI dimg duimg (inh
mgeh cho nhitng ngudd 1inh nz,u)‘\.n khae manh dirge b idt qua g Géu, 25% liku domg
duge i iél qua phan. Thed pian ban thai duge xde dinh sau khi dimg dudmy, tinh mach i
khodng 45 phit, d§ thanh thai trong indu tedn pha‘m 1A 15 lffgicdkp,

Bae didm & bénh nhin caod bi:

Suu khi ding 1iéu 2 1an/ngiy, ti s8 trung binh cin dign tich dudi dudng cong unn;_, dy (AUCa
M i} cla hllnalupmsl 0,0634 ngegicdml, & npudd cao WA (mhing ngudi 65 twdi hogc Ion
hon) cao hon ddng ké so viri 00218 ngegid/ml. ¢ n%um fom tré khoe mgmh Tuy nhién, ddu
Im,u ndy khong sac dang vé 1im siing vl n(’sn;, dd thude tdn lua odn lhiln ddi voi ci npurdv ciio
(i va ngudri 1ré wdi duy 0 & mie rdt []hlp sau khi diing dLI‘()'I]], . l(hﬁng cd s tich 1hy
bimatopros! (mng, mau theo thivi gian va bidn b v& an todn gidng nhau gifia bEnh nhin cao
tudi v tré di,

lmm!n!

Sau Khi nhd miit dung djeh 0,5% cho ngii da phifo thadl dpe lhu\' tinh (h&, ndng di dinh cta
timaola} la 898 nMnl, o thiy dieh i giér sau khi dithe, Mol phnn et lidu ndy duae hiip thu
todn thin, il dé thude duge chuyén hos mgnh & gun, Thivi gian bin Im)' el lnnu]ol o hu;c
urwnb khoing 4-6 gidr. Timolo! duge chuydn hoa mdl phﬁn a gan rdi durge bt S cling chit
chuyCn héa ciia nd qua thin, ‘Timolal khang gin mgnh vao huyét wang. . \/

CAC DU LIEU AN TOAN TIEN LAM SANG (?\
Doe tinl & mi ll

Cie m,hlen et Gén tm sang v& dbc tinh & mél khi dang lidw I5p lai cha dang phéi lmp
bimatoprost 0,03% / 1imolol 0.5% cho thdy i liéu an ledn & mit wong W nhu cia
imatoprost (dang don dde) hofic timolod (ding don doe).

GANFORT™ (il licu):

Khang quan sl thiy ede tic dung phy ding kc vé diic tinh i miit hofie todn than & the khi
cho ding bimatoprost 0,03% bitng cich nho mﬁl L} chd cunL nhu dum, b Irey bing timolnl
0,5%, 2 lan/ngiy (BID) trong 3 thiing hoie phdi tgp vai timolol 0,5%, 3 I:ln/llf,ﬂ)' trong |
thang. Diing tai milt dang }7)16| hep bimaloprost 0,03% / umolol 0,5%, 2 linfnuiy rong
6 lh;m;, O lihi dif kKhdng ghy ra cile mt, dung plm todn than dang ké v& dge tnh. ¢ fic the dyng &
miit trén khi lkhi duox dimg dung phéi hop gidii haue chi o nhﬂn;, thay cdi guanh mat. duge diic
trung bat sy tang ndi bdl elia riinh mi mdt, rgng khe mi miit v ting sae 16 & méng il
Nhing tic dunl, guink mit ndy ¢6 thé lién quan v nhom hots thit prostaglandin, vi dii quan
sit thity cfic lét qua wrong [y trong cde nghién clu ve mit lan dai frude ddy doi vaoi
bimatoprost & khi vil vai cde chiit wrong r prostaglandin khde.

138 an toin & mit cta bimatoprost 0,03% {ding don dde) va timolal 0,5% (ding dan dée) da
dugc chu‘nb minh bi efie nghidn cir tién 1am sing (duge mo (& dudi day) duoe diing dé im
Irg cho vige phé duyél LUMIGANY and Timoptic®, theo Ut tr luong tmg, vit bt 1 so ;:.hl
chép vé vige sirdung 1am sdag an (odn cna nhiing sdn phdm ndy,

Bimeataprost

Bde tinh et bimatoprost (dang don dge) dit dirge danh pid trong, cie nghidn cir nhé miil
teong théi gian dén | th.mg, & the triing New Zealand (N7, W), thér gian dén 6 ihing o tho
Duteh belled (D13), thai gian dén 1 thang & chd, v thisi ginn dén § ndm o khi,

Kho chiu & mat va sung huydt két mae Nhg. thodng qua da dirge ghi nhiin & (hd NZW trong il
hai nghién ctru 3 ngay vt | (hiang & ndrg dd bimatoprast (hilp 14 0.001%. Tuy nhign, thd st
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thyng dung dich gia duge cho thily dip Gng lweng e Ché cho thiy kho chiu & ma( va ban dé
kel mge nhe, thofng qua & néng dd thip 14 bimatoprast 0.001% v & nhém dii chimg dimg
gt durge, SO dung bimatoprost hofic gia duwee ¢ho the D13 khdng pdy ra kich (ug milt & bl ky
nghién clru ndo, VI kich tng mi nhe. thedng qua duge guan sdl (hiy & thd NZW va chd ding
4 lan/ngdy nhung khdng thdy & the DB duge cho ding citag cdng thire bimatoprost vi gia
duge, 2 Hinfngdy, nhimg the dyng ndy cé thé 14 de én sudt dimg thudc cao hem, Khong e6 ide
Uung todn thin ndo duyge ghi nhan trosg nghién etu @ mit tén the trong 6 thdng la nghign
cltu dif dpt dirge AUCus 187 dao cao hon gdp 360 1an 1 6 & npudi duge ding chd dé didu 1]
tam sang phdi hop bimatoprost 0,03%/timolol (1,3%.

Khi duge nhd mét 1 giot bimatoprost 0,03% | linfgdy hoge 2 [An/giy holic bimutoprost
0,1%. 2 ln/ngdy trong 52 tudn cho thiy sy ting phy thude fida vé sy ndl bt cis MAnh mi mil
din dén rong khe mi mdt coa mét duge didu 1], Mire 43 ning va 1§ 1¢ con tae dung nay lién
quan tgm 1ha v lidu ding. Khéng quan sat thiy thay ddi ndo vé chire niing hojic vi thé lién
quan véi thay doi quanh milt. DA ghi nhin tiing siie 1 o mc':mg miit irén mat sé dong viit trong
1l cd cde nhom duoe didu i, Khing quan sal thly sy ting 58 lugng 1€ biao melonin lién quan
voi s nhidm sie 16, Duding nhur cor ché liing sic 16 mfmg miL 14 do ting kich thich sin xudl
mnefanin cS"lé bao melanin va khdng phii fa do ting s lugng 1€ bao melanin, i..iéu"cnn nhiil
(0.1%, 2 Ian/ngdy) ¢ o ra AUC thi du can hon gdp khodng 440 Wn so vai i sd & ngudi
duge dimg ché dd didu 1 phéi faap Ieén lam sing biing bimatoprost 0,03% / timolol 0,5%.

Timolal
Dimg timolol 1,5% {don dde) cho tho va chd vio | m:"lr., 3 WBnMmgay W dén 12 hdng
(5 ngdy/tuan) chi din dén kich tng mét nhe. lién guan vai didu e, %

Didc tinh fodn thin

Ciae nghidn et vé dde tnh toan thin chua dugrs itre hice vii dpng phéi hap himatapros
0.03% / limolol 0,5% do co ¢hé tie dung 1 rang v da duge hidu 15 vé cic hap ohit rigog 18
va sy ddnh gid dge tnh odn thin rng 11l vé che hop chéit riéng 12 trong cie nphidn el sau
dity.

Bimatoprost .

Anbh Inrdmg trong cde nghién el phi lim sang chi duge quan sil & ede mic tigp xtie duge
xem 1 di vagl qua mire tiép xac 16 da d6i voi nguwri cho thly it 6 ¥ nghfa J8i véi vide sir
dyung lam sang.

Khéng quan sat thily cée tae dyng & chudt nhiit duge dimg bimatoprost 4 mg/kg/npiy uéng
tong 3 thing. Lidu nidy tgo ra AUC. 18i da cao hon glp khodng 1000 130 so véi o sé &
ngudi dge ding ché b dibu i lam sang phdi hop bimaloprost 0,03%/timolol 0,5%., Chugl
nhiil ¢dl duee cho ding liéu ubng 8 mp/kg/npdy cho thily sy ting sinh 18 bao bach huyét tuyén
e od b phye, K& qua ndy chi quan st thy ¢ chudt nhit va AUCq thi da cao hen edp
khoang 3000 1dn so v&i rj sb & npudi duge dimg ché df didu ] 1am sang phdi hep
himatoprost §,03%/timeolol 0,5%.,

Giram ticu thy thire dn v @ing adanin aminotransferase (ALT) va asparlal aminotransfivase
I H 2 N A
(AST) di durre quan sdt thly & chudt edng due dirge cho dimg = 8 mp/p/ngiy trong, 13 fuan.
Giam (hé wong v tang (hé trong ¢d i phye da duge quan sit hiy & ed hai gidng voi lidy >
4 mg/kpgdy. Tang rong hrgng budng trimg 6 hdi phye kém theo <hfim thodi héa hoding thé
Ja chrge ghi nhdn ehi & chudl edi ding = 4 my/kp/npdy. Che tde dyng bén budng trimg chi
dirgie quan g4l lh;‘iy trong cie nghién el vai chudt edng chua sinh dé va vi nhitng tde dyng
ndy khong thiy & cic lodi khic hosie chudt cdng mang thai cho Ihdy L3 bimatoprost 6 the anh
husng duy nhit dén ch ks hodng thé ¢ chudt edng chim sinh dé. Nhimg két qua ndy dugo
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quan 58t thly & AUCye cao hon {t nhit gp 11,000 Bin so vol 1 sé & ngudd duge dimg ché do
didu lrj 1w sAng phéi hop bimatoprost 0,03%/imolol 0,5%, Tk diic higu [ai v ede gidi
han tiép e dang ké eht ra riing nguy co anh hudng dén hu?:pg tmg & ngrdi 1 khdng ding
k&, Khong eb nhiag tie dyng lidn quan dén thude o ed hai gidng vol i 0.1 mg/kg/ngay, D2
quan sl lhéy sy giim nhe (9%) vi hé trong ¢ chudt cdng cai (2 mg/kp/ngdy) 50 v nhdm
ddi chimg wong nghién ctre | nam wén chugl cdng. Co sy ting nhe vé hogt (Inh cifa
transuminase (khodng 3 Thn) & chudt die trong 1t of cde nhém 1iéu nhumg nhitg thay dbi
ndy khéng 1ién quan vai bil ky (dn thtremg md banh hoe nie vi khit ndng phye hdi lh ro ring.
Ciic tde dyng dén budng timg va gan ¢o hoi phue va duge xem ki dije hidu lodi vi nhitng thay
doi nay khdng duge quan sitl thly & chudt nhiit va khi vdi mire 1iép xtc toan than cao hom fén
dn g 8300 dtén 99000 1dn theo thir by lromg g, so voi (1 s6 & npudi duge ding ché do
dlicu (i 1am sang phdi hop bimatoprost 0.03%Aimolol 0,5%.

Cdc e dyng quanh mil eling i duge quan sat (hdy khi Gém 11hh mach 0.0) my/kp/ngiy
khi trong 17 wudn, Tigm tinh mach 0,01 mg/kg/hngdy ko ra AUCy. cao hom gép khodng 1600
18n so vl trj 86 & npudi duge dang ché do dibu uf lam sang phéi hep bimatoprost
L03%Aimolal 0,5%. Cie tée dung quanh mit qua di sau kli ngimg didu (. Khong phat hign
thily ciic bl thugmg vé ehire niing hoiie gial phu ciia mil, Nguyen nhan co bin cta sy ni bt
ctin rlinh mi mdt va rgng kbe mi mdt quan st thily ki diing (ai méit vit Liém (inh mgeh cho Kh
chum dirge bidl, Vi ede thay déi quanh mét duge quan st thily véi bimatoprost ding 3 (g
miil vé Liém tinh mgeh, nhimg nghién et ndy cho thily ¢é nhitng tde dung de higu thy (hé tgi
ehd 1 cor 5o el nhing tic dung quath mél & khi, :

1//

Tiwmolof . )

Timolol maleat duge dimg dudmg ubng cho chudt cdng holic chd vdi cde licu dén
50 mp/kp/ngdy trong thiv gian 1&n dén 4 thing i khéing gdy ra dde tinh lién quan dén thude,

Cdc nghign ciry vé kha ning piy ung thy v dde tinh pen

Bimatoprost khang ¢6 kha nang gdy ung thir & chudt nhdt hofic chudt cdng khi duge ding
bﬁl}g cieh dua qua dng vao da day biing dutmg migng voi e lidu dén 2 mg/ky/gdy & chudl
nhit vi | me/kg/ngdy & chugt céng trong 104 tuin cho ede i ) AUIC eao hon gdp IcPu&'mz;
E300 ddn vt 2000 lan so voi trj 56 & ngudi duge ding ché do didu trf 1am stng phdi hap
bimaloprost $.03%/limolol 0,5%.

Trong m§L nghién et 2 ndm véi timolol majen( duoe diing duding udng cho chut cdng, ¢o
SU (8ng o ¥ nghia théng k& vd (312 u & bio wa erdm tuydn Unrgng thin & chugt chng dye
duge diing 300 my/kp/ngdy. Liku ndy pdp khoing 510.000 1n 1idu hang ngay cia
bimataprost (03%/imalo) 0,5% & nguri,

Ca bil'nzuoprnsl vl limolol malent déu khéng duge xem 14 ¢d nguy o vé doc tinh gen, dya
tén clic k&l qua ctia m§t logl cde xét nghiti 10dn dign v& dbe tnh gen. Bimatoprost khong
pdy dit bidn hode piy pdy nhibm sic 1hé trong 1T nghiém Ames, e nghigm u lympho o
chudt nhilt hojie & ther nghidm vi nhaa in vive & chugt nhit, Timolol malcat khong ¢o tidm
niing gdy dot bign khi duge thir nghigm iz vive (chudt nhiln), trong thir nghiém vi nhin va thir
nghi¢m v& phil sinh (€ bio (cac lidu 18n dén 800 mgdkg) va rong thir nghigm bién déi 1€ bio
khdi u thn sinh i virro (1&n dén 100 pughnl). Trong thir nphigm Ames. ndng () eno Al el
timolol d duge siv dung 18 5.000 hofic 10,000 pg/dia, ¢é lién quan véi sy ting cic the héi
bién (revertants) ¢6 ¥ nghta théng k& dire quan st thiy voi ching thic nghicm TA 100 (rong
7 ther nghigm san ehép) nhung khdng thily & 3 chiing con Iai, Trong thit nghi¢m v ching
thi nghigm TA 100, khéng quan sdt thily mdi quan hé dap tmg phi hop lidu vi ty 1§ th hdi
bién cta mdu thir nghigm ugn mAu d&i ching khéng dgt dén 2. M1 18 biing 2 thudmg due
xem 1 iéu ehudn cho thir nghism Ames duong tinh.
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Cag nphién efry vé kha ning sinh san .

Trong nghién ciru vé kb nang sinh san vi suf phat rién sam ciia phoi & chudt conp, khang ¢é
cie e dung ndo Hén quan dén thude khi dimg bimatoprost voi licu én L|l‘311‘[]‘6 mg/la/ngdy
trén hidu sufl sinh sin cia chudt due hofic chudl edl, dic tnk ddi val chudl cing bé hofic me.
ce thang sé phan tleh tinh wing, eic thong s6 v sir [Am 1d & tir cung hofic kha ning sdng cm;fn
phoi. Lidu cao nhit ¢ (a0 ra Cua cao hon glp 160 Fin so véi & ngudri diege diing ché dg d icu
i 1am sing phdi hop bimatoprost 0,03%/imolol 6.5%, Mic div AUCa déi véi lidu
0.6 mg/kg/ngay khéng dige xée dinh trong nghign et die bigt nay, & nghidn ciu ndy nd eo
thé dwee sty ra la cao hon 2dp 710 thn v x{‘:‘ & npudi drge ditng ché d6 didu tf 1am shng r
cde dit ligu tiép xoe thude trong nghién el v& sy phat trién phot.

. , . N . . . i ee s WA s 5
Ciéc nghién el vé sinh sin va kha nding sinh sin ddi vai imolol & chudt cdng cho thay
khdng 6 tae dung bt lof ndo trén kha niing sinh sén eira chudl dye hofe cdi & ede licu 1én
<Ién 100 1in Tidu hang ngdy ciin dang phét hap bimaloprost 0.03%/timalo! 0,5% & nguoi,

Cde nghiép et vé su phat tidn eda phbi-thai ,

Trong mdt nghicn ciru v& sy phat Widn cia phoi-thai & chugl nhit CI-1 duge dimg
bimatoprast 0.3 v 0,6 mgikg/mpay dirang udng, doc tnh ddi véi chudt me duge thiy rd rng
dudi dang mdt § 1§ phin tam nho vé sfiy thal mudn { ngiy 16-17) v d¢ non. Khimg o déc
tnls déi vai ehudt me xéy 120 & lidu bimaloprost 0,) mp/kp/ngdy (Cun cao bon gap 28 1n so
vii ngudi duge ding ehé d diéu e 1am stog phdi hop bimatoprost 0,03%Aimolol 0,5%).
Ligu thip nhiit cho thdy dge tinh dél vet chudt me (bimatoprost 0,3 mg/kg/npiy) ¢6 AUCq
cao hon gap 220 I4n so virt & ngutsi duge diing ché d6 dida 1] 1am sang. Nong d6 khdng guan
sa1 thiy e dung e6 hal (NOAEL) & phdi-thai 13 bimatoprost 0.6 mgskg/ngdy, o ra Al
cao hun pp 490 1in so voi ngudi dirge ding ¢hé dd didu i 1am sing. l""’ :

H
| 0

Cric nghicn eiru v tinl gdy qud thai vt timolol trén chudt shil, chudl cong va 1ho voi cice
lidu udng 16n dén 50 mplkg/ngay (gfp 8,600 Wn lidu hing ngdy cla bimatoprost
0.03%!timolol 0,5% & nyudi) cho thay khong 6 bing chtmg vé dj dang thai. Mic i cham
edl hon xurong & thai d duge quan sat thiy & lidu ndy tén chudl u()n%, khéng co ci:‘w tie dung
Bt 1yt 1r8n sy phat trién cia con suu sinh. Lidu 1000 mg/kp/ngdy (gap 170.000 lan licu hang
ngdy ehia bimatoprost 0,03%/limolol 0,.5% & ngudi) gly dde cho ddng vt me & chudt nhit va
ddn dén tang 6 hrong Lidw thai. '

Cde nphién eiu trwde sinlhy v say sinh .

Trong nghign e vé sy phat widn trude sinh va sau sinh, didu 1 chudt clng the |l¢‘]:u biing
bimatoprost = 0,3 mp/kg/ngdy da dnh huong dén (hdi ky mang thai vi sy phat rién (nede
sinh, bidu hign dudi dang thei ky mang thai kéo dii, (iéu thai mudn, tr vong (hai, wr vang sau
sinh va giam thd trong coa chudl con. G lidu bimatoprost 0,6 mp/kp/ngdy, da quan sl thay
idm 86 I A8 & vt e, chi sé thai nghén va s8 e dé duge bi me. Khang quan st thly anh
hudng ndo dén s phat trién sau sinh va higu sufi gino phdi ctia con thé hg Fi & licu
bimatoprost 0.1 mg/kempdy 12 tidu o ra mic lién xic gdp 94 140 more idp xic o ng,lrfn
(AUCy). Nhitng théng s6 ndy bj anh huang nhe & lidu 0.3 mg/kg/ngdy 1d lidu tgo ro mire tidp
xie pip 280 idn e tiép x0c & ngudi khi ding dang phdi hep bimatoprost 0.03%/timolel
0.5%. Chite niing hanh vi hiin kinh, tha (hodl mor 16 cung vi I d¢ & chudt cong (hé hé F
khong bi dnh hudmyg bot cie lide eno bimataprost 0,3 mp/kg/mgdy, !

QUY CACH BONG GOI . .
Dung djch nhd miit GANFORT™ duge chita trong lo sl mau tring dye 3ml. <o diu nhd
giot,

FIgp 1 1o 3 ml.

12113

66



BAD QUAN

Bao quan dusi 30°C. Giir o thude trong hip carton.
I(hon;, ding thube qu 4 dn sao khi md.

Thude vd khodn Ichl dAu nigm phong edn nguyén ven,
Khdng dimg thude qua han si dung a8 ghi trén bao bi.

HAN DUNG
24 thing ké Ur ngdy sim xodt,

TIRU CHUAN THANH PHAM: TCCS.

SAN XUAT BOT,

Allergan I lmrnmuuuc.\lb Ireknd

Castlebar Road, Westport. County Maya, lreland. Q
T

43 20xx r\“LlL,ﬂl\ T8 ¢ bian quyén fhude cing Iy Allergan,

Tal ca cde thueng hiGu 18 W sin téng el ohit s Wi trong (g,

Ny stra dait [1Didn ngdy phé duydt edia B3 Y 1),
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1)

BOYTE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Poc ip - Ty do - Hanh phie
sé 445 1qup-px Hat Noi, ngdy L0 thing & ntim 2019
Viv cdp nhdt mAu nhin, nbi dung t&
hwéng din siv dyng

Kinh gtti: Allergan Singapore Pte. Ltd

Dia chi: 8 Marina Boulevard #05-02, Marina Bay Financial Centre,
Singapore.

Tiép theo cdng vin s§ 14209/QLI-PK ngdy 24/7/2018 cha Cyc Quan Iy
Duge, xét don ¢3 nghi ndp ngdy 18.10.2018 va cc (i lidu bd sung ¢b fién quan
cba cong ty (sb tiép nhén L.2.881/BSTHNN) vé vide ciip nhat méu nhén, ndi dung
t& hréng dan st dung d6i vai thube nwée ngodi 48 duge chp sb dang ky luu hanh,

Ciin ot Théng tu s8 44/2014/TT-BY'T ngdy 25/11/2014 ciia B§ Y & Quy
dinh vigc d¥ng ky thubc; Thong t 56 01/2018/1T-BYT ngay 18/01/2018 cia 3§
¥ (& quy dinh ghi nhdn thude, nguyén lidu lam thube v huéng dan st dung;

Ciin ol bién ban thém diph hd so thay dbi/ bd sung, Cuc Quan Iy Duge cb
¥ kién nhwr sau:

Déng ¥ d8 cong ty dwoc chp nhat mAu nhin, n§i dung & hwdéng dan sit dung
d8i véi thudc Ganfoit, sé ding ky: VN-19767-16, cy thé:

M#u nhiin méi va bang so sanh thay di ndi dung t& huéng dén sit dung cia
thude duge d6ng dau xae nhdn cha Cyc.Quin 1y Duge va dinh kém theo cdng vén
nay.

Ngoai n6i dung dugc thay dbi trén, tdt ca cdc ndi dung khdc gilt nguyén
nhur hd so ding ky thude Luu tai Cue Quan ly Duge.

Céng ty ding k¥, nha san xufit phai chju trdch nhigm v chat luong 463 véi
thudc Iwu hanh trén thi trudng, néi dung ghi trén nhan thude, quy dinh vé s& it
i tug lién quan dén phiin higu hing hod cla thude va ¢ trach nhiém thong béo
sy thay ddi nay dén cc co quan lign quan va khéch hang.

Sau 06 thang ké by npay ky céng vin ndy, cdng ty khong duge nhp khéu
thube trén v&i mBu nhin cii, ndl dung ofi da thay d8i cla t& hudng din si dung,

Cuc Quén Iy Duge théng béo d& cdng ty biét va thye hidn dung cée quy
dinh ctia Vist Nam v& luu hiph thude./.

Nai nhfin:

- Nhuy e .
-GV, Vi Tuin Cuding (46 bic),
-Lane VT, DKT (AH).

e

guyfn Tht Pat
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