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Ranlbizumab §,85 mg/0,165 mi
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BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM

CUC QUAN LY DUQC Béc 1ap - Ty do - Hanh phiic
56: 6678 /QLD-BK Ha Noi, ngay A9 thang  F nom 2022
V/v thay 31, bd-sung dbi voi thudc '
dd duge cdp GDKLH

Kinh giri: Cong ty TNHH Novattis Viét Nam
Dia chi: Phong 1001, 14u 10, Centec Tower, 72-74 Nguyén Thi Minh
Khai, phutmg V& Thi Sau, Quén 3, Thanh pho H6 Chi Minh

Cuc Quan ly Dugc nhin duge hd so sé ﬁep nhan 491/VXSP ngay
19/11/2021 clia cOng ty vé& viée bd sung hd so sd tlep nhén 472/TDVXSP ngay
26/12/2019 vé viéc thay d8i, bd sung dbi véi thube da dugoe cip gidy ding ky leu
hanh.

C#n cir Théng tu sb 32/2018/TT-BYT ngay 12/11/2018 clia B§ Y té quy
dinh viéc ding ky lwu hanh thubc, nguyén lidu 1am thu()c, Théng tu s6
01/2018/TT-BYT ngay 18/01/2018 caa BY truong By Y té quy dinh ghi nhén
thube, nguyen lidu 1am thube va to hudng din st dung thuoc,

Can ofr két Tugn tai Bién ban hop Hoi dong tv vin cp gidy ding ky luu
harth véc xin, smh phim dot 44;

Can cir két ludn tai Bién ban tham dinh hd so ding ky thay d6i/bd sung cia
cbng ty, Cuc Quan 1y Dugc ¢6 ¥ kién nhir sau:

Pong ¥ vé viéc cip nbét to hurdng din sit dung dbi véi thude Lucentis, s6
dang ky: QLSP-1052-17.

Béng so shnh thay di ndi dung t& hudng din sir dung duge déng diu xac
nhén cta Cye Quan Iy Duge kém theo Cong vin nay.

Ngoai ndi dung duge thay dbi trén, tit ca cc ndi dung khéc gitr nguyén

nhir hd so ding ky thube luu tai Cye Quan ly Duge.

Cong ty dang ky, nha san xuft phai chiu trach nhiém vé& chét luong, an toan
vahiéu qua ddi véi thube luu hanh trén thi trrdmg va cé trich nhiém théng bao sy
thay ddi nay dén cac co quan lién quan va khach hang

San 12 thang ké tir ngay ky cng van nay, thudc trén khéng duge nhip khén
v&i cée ndi dung da dé nghi thay dbi.

Cuyc Quan Iy Dugc thong béo dé cong ty biét va thyc hign déng céc quy
dinh ciia Viét Nam vé sn xudt va luu hanh thude./.

Noi nhin: KT. CUC TRUéNG
- Nhut trén; s J.

- Cye trimémg {dé b/c);
- Lane: VT, BK (Diu).
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Ghi chi:
in-ohi-d4d-ga _ Phén n6i dung trong t& huéng dan sir {gns i di dé cap nhit theo 1 hudng dén sir dung cdp nhit.
Phén chit xanh duong: Phin n6i dung thém véo trong t& hudng seaphhit. :
Phén chir xaoh la: Phin ndi dung duge chuyén vi trf trong t 5ian sir dung cap nhét. ff!l
To hwéng dan six dung dang duge phéduyét Tt hwong dan sir dung 8 nghj duwge cip nhit VA
(PI- Lucentis PFS_DE_CH IPL Aug2016/UK SmPC Dec2016/VN Apr2015) (PI Lucentls 2.3mg?0.23ml vial _EMA SmPC Aug2020 ¥1.0) 2
= UCENTIS® = UCENTIS® | Noi qung ¢y 3
Thubc niy chi dimg theo don thube. Thufc nay chi dimg theo don thubc. | Khiong doi A
Dé xa thm tay tré em. Dé xa tim tay tré em. ' 4
Poc k§ hudmg din sir dgng triée kbi ding, Doc k§ huéng din sir dyng trrée khi dimg,
Thng béo ngay cho bic s§ holic dirge s§ nhfmg phin fmg c6 hai | Théng bao ngay cho bic sy hofic duge sy nhimg phén g c6 hai gip
g&p phai khi sir dung thudc. phii khi sir dyng thubc.
THANH PHAN THANH PHAN
Thanh phin hogt chitt Thanh phin hogt chit -
M3i mL chira 10 mg ranibizumab. MEEMOt mik chia 10 mg ranibizumab*. No6i dung
M3i bom tiém déng s&n thudc chita 1,65 mg ranibizumab trong 0,163 Mathi bom tiém dong sin thubc chiva 01565 me-ml, tuong duong v voi khéng 46
1 mL dung dich. 1.65 mg ranibizumal Ort654 fch. Mot bom tiém déng . | Cp nhit
’ sin thude b thé ot dwoe thé tich 0.1 ml Dape dong gdi ndy phim cung | theg EMA
Ranibizamab 1 mdt doan khang thé don déng gidng nhw & ngudi whn hrome thubc duoe ding &8 phan phéi mét iéu 14 0,05 ml chia 0.5 SmPC
duge sén xust tir té bio cia Escherichia coli bing k¥ thuit DNA tii | me ranibizymeb | Aug2020
tb hop. *Ranibizamab 1 mét dogn khéng thé don ddng gibng nhw ¢ ngydi dwge
Thank phin td duge san xuit tir t& bao cia Escherichia coli bing k§ thuft DNA thi 16 hop.
a,a-{rehalose dihydrate, L-histidine hydrochloride monohydrate, L- Thanh phiin t4 dirge :
histidine, polysorbate 20, nude & tiém. e-eATrehalose dihydrate; L-I-histidine hydrochloride monohydrate, L
L-histidine, polysorbate 28, nu6e dé tiém.
DANG BAO CHE DANG BAO CHE
Dung djch tiém. Dung dich tiém. ~
Lucentisduqccungcéptrongmétbcmti&mdéngsﬁnthuéc. L usentis-dirse-cung-ohp tong fadt-bom HadPEONE sha thude: Cép nhat
Dung dich nudc vo Khudn, trong subt, khong méu dn mau ving nhat | Dung dich nuGowd-khuda, trorg séx{g mau dén miu vang nhal-¥é | theo EMA
va khong 6 chét bao quan. Khonged-chitbie-guin: i L | smEC
BAPHED Aug2020
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To hudng dan sir dung Gang dwge phe duyét
(PI Lucentis PFS DE CH IPL Awg2036/UK SmPC Dec2016/VN Apr2018)

T hudmg dan sir dung d¢ nghi dwoce cdp nhjt
(P1 Lucentis 2.3mg/0.23ml vial EMA SmPC Aug2020° V1.0)_ .

CHI BINH

Lucentis duge chi dinh &&:

e didu trf thosi héa hoang diém lién quan dén tudi gid (AMD) c6 thn
mach (thé wor)

e didu tri suy gidm thi lue do tin mach héc mac (CNV)

o didu tri suy gidm thi Iye do tAn mach bic mac (CNV) thi phit sau
c4n thi bénh Iy (PM) _

o ditu irj suy gitm thi lyc do phit hodmg diém do ddi thdo
dudng (DME)

e didu trj suy giam thi lyc do phit hodng diém thir phat san the tich
mach vBng mac (thc finh mach véng mao nhénh hoge tdc tivh mach
vang mac trung tim)

CHI PINH
YLaucentis duge chi dinh & ngudi 16n dé:

—

tan mach (thé wét)
° f)léu tri bénh vBng mac d

L3

AcnetDhOD
« Ddidu tri suy gidm thi lwc do phiy

—

tinh mach vong mac (the tinh mach vong mac nhénh hodc e

finh mach véng mac trung tim)

LIEU DUNG VA CACH DUNG

Lidu dimg )
Lucentis phdi dwge béc s§ chuyén khoa mat ¢6 i kinh nghiém st dung
tiém trong dich kinh,

Lidu Lucentis duge Kiuyén céo 12 0,5 mg tiém mét 13n trong dich kinh.
Lidu nay tuong duong cho mdt thé tich tiém 0,05 mL. Khoang cdch
giifa hal lidn tiém trong cing 1 mét khong nén ngan hon 1 théng.

Nhém bénh nbin myc tiéu néi chung

Didu trj thodi héa hodng diém lién quan dén tudi gia the udt, suy
gidm thi ke do phit hoang didm do déi thdo dwong (DME} hogc do
phi hoang diém thic phit sau tée fink mach ving mac (RVO), suy
gidm thi liee do tin mach hiic mgc (CNV) hofic do tdn mach hiic mac
(CNV) thit phdt sau cfin thi binh I (PM) .

Vige didu trd duge bit dau v6i 1 mili tiém méi thang cho dén khi dat
dugc thi luc t5i da vi/hosc khong ¢6 déu hiéu hogt dong cia bénh.

L) FYien
LIFU DUNG VA CACH DUNG

nghiém st-dungtitm trong dich kinh.
Litu ding

Liku ndy twong dwong cho mit thé tich tiém

z

‘fufin.

o _4Dibu trj thodi hoa hong dimi lién quan dén tudi gia (AMD) c6

T do tAn

Ligu Lucentis duge khuyén cdo 12 0,5 mg tiém mot 1An trong dich kinh.

hai fiéu tiém trong cimg motk mit kséag-nén pehnheatdi thidy Théngd

Viéc didu tri duge bét diu voi moyh mii tiém mbi thing cho dén khi dat
dugc thi lge thi da va/hojic khong o6 déu hidu hoat dgng ciia bénh, ¥i du
khane co su thay dbi vé thi lye vA cdo A4 hidu va ce iy chithe Khide

_Bﬁ song chi
dinh mai

foang didm thir phat sau the

Cép nhat
theo EMA

Lucentis phai dwgc_sir dung b&i béc s§ chuyén khoa mét ¢6 du kinh { SmPC

Avg2020

0,05 mik. Khoang cach giffa

12 (AMD) the nét, suy gigr thi

v phit hodng diém thir phat do the tinh

dime ba hofc lign tuc nhigy mbi tiém honm

kchi dang, diéu tri. O bénh nhén thodi héa hoang diém lién quan &én tubi-
& 1 _ Izc do phii hodng, ) & bén
. 4 thao dudng (DME), bénh vong mac do dai théo dudme ting sinh (PDR}

diém ziy ra boi bénh

O). ¢6 thé cin

&1 thang khi bit din difn i
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T hwéng dan siv dung dang duge phé duyét
{PI Lucentis PFS DE CH IPL Aug2016:UK SmPC Dec2016/VN Apr2018)

Tor hutmng dan sic dung dé nghj dwge cip nhit
(PI Lucentis_2.3mz/0.23ml vial EMA SmPCAugl20 VI - .

Sau d6, khoang cach theo dai va dieu tri nén dugo bae s§ xéc dinh va
cin dua trén hogt déng cia béoh thong qua vidc ddnh gia thi luc
vi/hoiic chc thong s& giai phiu.

Vige theo ddi hoat déng bgnh c6 thé bao gbm thim khim 14m séng,
Kiém tra chitc ning bay cic kg thust hink anh (vi dp chup cét 16p c6
két quang hoc hoge chup mach mdu huynh quang).

Néu bénh nhin dang dugc didu tr] theo phéc d6 diéu fri vi mé rdng
(treat-and-extend), khoang céch diéu tri c6 thé dwoc mé rong timg
buéo cho dén khi ¢6 cic diu hidu hoat ddng ciia bénh hodc suy gidm
thi Iyc t4i phat. Khoang cdch diéu tri nén dwge mé ring thém khong
vugt qui hai todn mjt 1an 451 v6i thoti héa hodng didm lién quan dén
tudi pid (AMD) thé wdt va thc tinh mach trung tm vBng mac, holic
thém 1 thing mét lan d6i v6i phit hodng dim do ddi thdo
heomg {DME) v tic tinh mach shénh vong mac (BRVO). Néu hoat
déng cita bénh t4 phit, nén rit nghn khodng cach diéu trj cho phit hop.
Didu trj suy giam thi luc do tin mach hic mac nén duge x4c dinh trén
timg bénh nhén dya trén hoat ddng ciia bénh. Khi didu tri suy gidm thi
e do tan mach hic mac th phét sau c4n thi béoh 1y, nhiéu b§sh nhin
chi cin 1 dén 2 miii iém teong pam dau tién, trong khi mat sé bénh
shan c6 thé chn dibu trj thudng xuyén hon (xem phin CAC NGHIEN
CUU LAM SANG).

Lucentis vé: phweong phdp laser quang dong ¢ bénh nhin phit hodng
diém do ddi thdo dieong (DME) vt tiic fink mach vong mac rhinh
(BRVO) ‘

Lucentis 83 dugc sir dung ddng thiri véi phwong phép laser quang dong
trong mdt s6 thir nghiém 1am sang (xem phin CAC NGHIEN CUU
LAM SANG). Khi ding trong cing ngay, Lucentis nén duge ding It
nhét 30 phit sau khi Taser quang dong, Lucentis c6 thé dwoc ding cho
bénh nhén 43 ding phrong phap quang dong biing laser trudc d6.

Sau dé; khoang ¢dch theo d6i va diéu 1] nén dugc béc s§ xédo dinh va-can
dya trén hoat dong clia bénh théng qua vige danh gia thi lyc vi‘hoje céc
théng sb gidi phiw

Néu theo ddrnh gid cia bic s, odc thong s6 8 thi lue vh gidi phiu cho
thav viéc tidp tuc diéu tri khéng dem lai Joi ich cho-bénh nhén. nén
nginie didu tri bing Lucentis.

Vige+Theo doi hogt ddng bénh ¢6 thé bac gdm thim kham lim sing, kiém
tra chiic ning hogcay cic k¥ thuat hinh anh (vf du chyp ot 16p Hiéned két
quang hoc hoc chup mach méu huynh quang).

Néu bénh nhan dang dwec didu tri theo phéc dé diéu tri va mé xdng (treat-
and-extend), mot khi dat duoe thi hye 161 wu vi/holic khbne cé cic diu
hisu hoat d6ne clia bénh, khodng cich didu trj o6 thé duge mé réng tmg
budc cho dén khi c6 cac déu higu hoat &ong cia bénh hoo suy gidm thi

Iyre t4i phat. Khoéng céch didu trj nén duge mé rong thém khong vuot qui '

hai tun mgt Jan d6i v6i thodi héa hoang diém lién quan @én tudi giz

(AMD) thé w6t »-tie-nh-mech-trung-thm-
thém 1én dénhefie-thém motl thing mot lin

doi

v¢i banh vong mac do d4i théo dubmg ting sinh {P_]}R) v4 the tinh mach
vong mac (RVO), khodng céch diéu trl cfing cd the dwoo mé rong dén,
tuy nhién chua c6_dhy i a Tidu d8 két luan vé 46 dai cla cdc khoang

céch didu tri. Néu hoat ddng ciia bénh téi phit, nén nit ngén khodng céch

didu trj cho phit hop.

Bidu tr suy gidm thi lyc do tin mach héc mac (CNV) nén duoc ¥éc dinh |
trén timg bénh nhdn dya trén hoat déng ctia bénh. Mot vai bénh nhén b |

thé chi chn fiém métt a trong 12 thine dhu tien: mdt s ke cin didy
1ri thudng xuvén hon, bao gém tiém mbi théne motk 1an. KhiTrong ditu

i suy gidm thi lyc do tAn mach hc mge thir phét sau cfn thi benh 1y |

(PM), nhiu bénh nhan chi cén 1 dén 2 miii tiém trong nAm Hhu Henstrons
P 2p ok W AeT B AR g aeden - - (Xemphén

A b 8 iy

1) G- R0 Gt
. A, . ~ e

CACNGHIEN QLU LAM SANGDAC TINH DUOC LUC HOC).
Lucentis va phuwang phdp laser quang déng & bénh nhiin phit hodng

dim do dd thio dwimg (DME) va tic fink mgch ving mac nhink.
(BRVO}

Cé mbt 36 kinh nghiém trong viéc si dung Lucentis d-dugosirdung-dong
thii v6i phuong phap laser quang dbng trong mots rpghifar ;
{xem phén CACNGHIEN-CUOU EAM-SANGDAC TINH DUGE LUC

HOC). Khi dimg trong ciing ngay, Lucentis nén duge ding it nhit 30 phiit |

sau kHi laser quang d6ng. Lucentis o6 thé duge ding cho bénh nhén di
ding phuong phép quang dong bing laser trrde do. a

----- o-vh #c6 thé mé rong |
i phit hodng diém do |
4 théo dudng (DME)-v&-the-finh-mach-nhinh-véag-mae-(BRVO). Dol
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T hwémg dan sir dung dang dwye phé duyét
(PI Lucentis PES_DE CH_IPL Aug2016/UK SmPC Dec2016/VN Apr2018)

dah,sit dyng 4€ nghj duge cip nhat
(PI Lucentis 2.3mg/0.23ml vial FAIA SmPCﬂgg?O.?ﬂ yig

Cic nhém bénh nhiin d%c bigt

Suy gan

Lugentis chwa duge nghién cifu & bénh nhan suy gan. Tuy nhién, vi
twgng phoi nhiZm ton thin khong déng k&, khong ¢b gi6i han dic biét
ndo duge xem 1 cAn thiét v6i nh6m bénh nhén ndy.

Suy thin
Khong cin didu chinh lidu & bgnh nhdn suy thin (Xem phin DUGC
LY LAM SANG/DUGC PONG HOC).

Bénh nhi

Khong khuyén céo dimg Lucentis cho tré em va thiéu nién do chia di
dif lidu vé &b an toan va hidu qua & nhimg phén shom bénh rhin ndy.
D liéu han ché trén bénh nhan thidu nign tir 12 ¢én 17 tubi bi suy giém
thi lue do tan mach hic mac (xem phin CAC NGHIEN CUU LAM
SANG, bénh nhi)

Bénh nhin cao tudi .
Khéng cin didu chinh iéu & ngudi cao tudi. Con han che kinh nghiém
st dung cho nhiing béoh nhén suy gidm thi lue do phi hoang diém gly

ra do &4 théo dudng (DME) trén 75 tudi.

Cich dimg

Ciing nhu tht i céc thubc ding dwimg tiém, phai kiém tra k§ Lucentis

bing it vé tiéu phin va sir 461 mau trede khi sir dyng. .
Quy trinh tigm phai duge thire hién trong didu kiéa vé khuén, bao gbm

DUGC BONG HOCBUGELY-1AM SANG/DULC DONGHEE).

Lucentis va fri libg gquang dong: hoc voi vertepoitin & béak ihin 1

mach Iific mac thie phit.do cin thi bénh & '

Khéng 6 kinh nehié vé viée st dung dong thd Tucentis vi verteporfin,

Céc nhdém bénh nhén dic bigt '

Suy gon

Lucentis chwa dugc nghién citu & bénh nhén suy gan. Tuy nhién, ViweRe
nhifms : 4. khong cin cin nhiiceé-gichhen (4c

biét ade-dugexemli-odnthibtvol nhom bénh nhén ndy.

Suy thia i

Khéng cAn didu chinh iéu & bénh nhin suy thin (Xem phin DAC TINH

Tiah an toin va hisu qui clia Lncentis & trg em va thanh thidu nién dudi

..... a
Sz amca-:. =G et EHE

Y
L oaa S xoprm N

phém bish-nhin séy. 06 DU ligu hoa-ché-trén béah nhin thidu nién t
12 dén 17-tudi bj suy gim thi lyc do tin mach hac mac duoe md 14 & yue
DAC TINH DUOC LUC HOC. in-CAC-NGHIEN-CU :

Céch ding i . .
Bom tiém done sin thude chi dime mot 13n d& tiém dich kinh. Bom tiém

déng sin thube chiia fuong thude nhidn hon liu khuyén cio 1 0.5 me,
Khéne sir dung toan b thé tich ¢d theé it ra it bom tiém dbme’'sin thube
0.1 ml). B phan thé tich thiva trude khi tiém, Tidm todn bd the tich tron
hon; tiém déng sin thude o6 thé din ¢én qud lidu, D8 loai bo bot khi cing
Tuone thube thira, 48y piston tir tir cho dén khi canh bén dudi vom clia ot .
cao si nam thing hing voi vach chi lién mau den trén bom tigm (foong
duong véi 0.05 ml. tie 13 0.5 mg ranibizumab).
5 At-cd-cho-thube-dime dudmp-4idmy-pPhai kidm tra ky Lucentis
bing mét v& tidu phén vi sy 461 mau trude khi sirdung. )
Quy-tAnkThi thudt 1iém phai dugc thye hign trong didu kién v6 kiwdn,

bao dim viéc sit dung chét khir khirdn bin tay -phiu thudt, ping v6 khudin, |

&
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Té hirong dan sir dyng dang dwge phé duyét
(P1_Lucentis PFS. DE_CH IPL Aug20i6/UK SmPC Dec2016/VN Apr2018)

T& huwdng dan sir dung 38 nghj duge ¢dp nhat
(PI Lucentis 2.3mg/0.23m} vial EMA SmPC Aug2020 Vi) .~

vige sit dyng chit khir khuan ban tay phu thudt, ging vo khudn, drap
v6 khun, banh mi mét v6 khufn (hoic dung cy twong duong). Dung
cu choc hit vb khuén nén sfn ¢ nhur mdt bign phip phong ngla. Cin
d4nh gid cin than tidn str phan (g qua mAn chia bénh nhén trude khi
thize hién thit thujt ém trong dich kinh (xem phan CHONG CHI
BINH). Cin gly t& diy 4t va sir dyng thube digt khuan ding tai ¢hd
phé rong d Khir khuén da quanh mét, mi mét v2 bé mit cla mit trede
Khi tiém.

Vi céch chudn bj thudc Lucentis, xem phin HUGNG DAN SU
DUNG, XU'LY VA HUY BO.

Kim tém nén dwoc tiém cim siy 3,5 — 4,0 mm phia sau ria vao trong
Khoang dich kinh, trérh kinh tuyén ngang va hudng vé trung tm nhan
cAu. San 46 bom vao 0,05 mL, nén Tun phién vi trf tiém trén cling mac
mit cho nh{mg miii tiém tiép theo.

Hudng din si dung, xir 1y va hiy bé

Bom tiém d6ng sin thube chi dimg mt 1in (xem phin LIEU DUNG
VA CACH DUNG).

Bom tiém déng sin thudc v0 trimg. Khong sir dyng bom tiém déng sin
thufc néu bao bl bj hu héng. St vé tring cia bom tiém dong sin thudc
khéng dirgc dam bio trir khi khay vén con dugc niém kin, Khong sit
dung bom tiém dong sin thube néu dung dich bj ddimau, vén duc hodc
©6 chita cAc hat nhé.

Pé tiém trong dich kinh, nén dimg mét kim tiém 30G x % inch.
Dé chuln bj thube Lucentis cho tiém trong djch kinh, xin tudn thi cde
huéng din st dung sau ddy:

vai phidrep vO khuén va; banh mi mat v6 khudn (hofic dyng oy twong
ﬁn A -

dwong) vk o6 sin dung cu choe it v8 Khudo (néuc

dhy diva sir dung thudc diét khudn ding tai chd phd rong & khir khuén
da quanh mét, mi mét va bé mit clia mét trurde khi fiém phit hop v6i hudng
din tai dia phuong,

V2 cich chudn b thube Lucentis, xem phin HUONG DAN SUTDUNG,
X{LY VA HUY BO.

Kim tiém nén duge tiém cim sau 3,5 — 4,0 mm phia sau ria vao frong
khoang djch kinh, trénh kinh tuyén ngang vA huéng v trung tim nhiin

chu. Sau d6 bem-£iém vao 0,05 mhl, nén kda-phisaddi vi tri tiém khic
trén cimg mac mit cho nhitng mii tiém tip theo, MO bom tiém déng shn.

thude chi nén sit dung cho mot mit
Hudéng din sir deng, xir1f va hity bé

Bom tiém déng sin thube chi ding md 1in, (xerm-phin LIEU-DING VA |

CACHDUNG):
Bom tiém déng sin thubc v #imekhudn, Khong s dungnbam-ﬁém-déﬁg
sin-thudesan phAm néu bao bl bi hur hong. Sy v6 khuintring cla bom

tiém d6ng sin thuéc khong duge dim bao triy khi khay vAn con duge nigm |
kin. Khng sir dung bom tiém déng sfin thude néu dung djch bi adi mé;

vén dyc hodc c6 chira céc bat nhd.

Bom tidm d6ng sin thudc chira hwone fhude nhiga hoy Jida khuyén cdg 1
0.5 me. Khéng st dung todn bé thé tich c6 thé it ra tir bom tigm:déng

sin thube (0.1 ml), Bo phan the tich thira tude kb fiém. Tiém toan bo the

tich trong bom tiém dong sin thube c6 thé dAn dén qud liew: DE loai b6

bot khi-cing Jiromg thuée thira, dAy piston tirtir cho dérkhi canh bén dudi

vorm cia niit cao su nam thing hing véi vach ¢hi liey mau dent trén bom:

tiém (tugng duone véi 0,05 ml, tic 12 0.5 me ranibizumab),
pé tiém trong djch kinh, nén-dimg mot kim tiém 30G x % inch,
Pé chnin bi thuée Lucentis cho tiém trong dich kinh, xin tuén thi cdc

than tidn sir phan ting qud mAn cém ciia bénh nhén troée khi thwe hign tha |-
thuét tiém trong dich kinh (xem phin CHONG CHI BINH). Can gly t&

huéng din st dung sau day:
&,

B T i L
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(Pl Lucentis

T& hubmg dan sir dung dang durge phe duyft
PFS -DE CH IPL Aug2016/UK SmPC Dec216/VN Apr2018]

To buong dan s dung € nghj dwge ¢dp nhat

(Pl Lycentis_2.3mg/0.23m! vigl EMA SmPC Aug2020 YL .
by . ry . b K -y

Pimuc | Hudmg déin Sor do/Hinh anh Pimue | Hubngdén Se-dsMhnk-hnb
Doc k¥ At ca cac budng dén truée khi sir dung bom Hudng Doc ky tht ca cac hudng dan trudc khi sir dung bom fiém
tiém dong sin thube, dan d6ng sén thube.
Bom tiém d6ng sin thubc chi sit dung mdt 1in. Bom Bom tiém dong sin thube chi sir dung mjt 13n. Bom
tiam dong s%n thude v khudn, Khong sir dyng san tiém déng sin thudc v6 khuin, Khéng sir dung san phém
phém néu bao bi bi hur héng. Viéc mé khay duge néu bao bl bi hir hong. Vige mé khay duge niém kin v
nidm kin va tit ci cc budc tiép theo phai duoe thye tt ¢4 cdc budc tiép theo phai dugc thyue hign trong didu
hisn trong didu kién vo khuén. kién v& khuén,
Luru §: Phii dinh liu dén 0,05 mL Luru §: Phai dinh lidu 4én 0,05 mik
Mé td ‘ ) ) M6  ta » N -
bom tidm Wip bup it v';;, a;:lm Tay nias ngdn oy bom tiém Nip bom tids w—Sd:llm Tayndmngpbu sy
déng siin | 1 déng sin 1
thude l thuoe
Kbdatux  Nitcnosu ’ Clapi
Hinh 1
Chudn bj | 1. Phai chac chan 1 hdp thube clia ban ¢6 chira: Chudn bi | 1. Phai chac chan 12 hop thuoe clia ban o6 chia:
« 1 bom fidm déng sin thubc vo kiudn trong » 1 bom iém déng sin fhudc vo khudn trong mdt |-
mét khay dugce nigm kin. khay dirge niém kin. '
2. G nép khdi khay chtra bom tiém va sir daog ky 2. G nip khoi khay chirabom tiém v sir dung ky thugt.
thuft v6 khudn, 1y bom tiém ta mdt céch cin thin. v khuan, 14y bom tiém ra mdt cach cén thin.
Kidm tra | 3. Kiém tra d& chac chan: Hibm tra | 3. Kiém tra dé chio chin:
bom tigm e nép bom tiém khéng bi bom tiém e nfp bom tiém khong b
tich ra khoi khda Luer. tach ra khoi khéa Luer.
o bom tiém khong bi hu s bom tiem khing b b
héng. hang.
e dung dich thube-trong o dung dich thube-trong
trong subt, khong mau trong subt, khong mau
dén mau vang nhat va dén miu vang nhat va C/ .
khéng chita bht ky tiu Khong chira bit ki tidu
phén ndo. phén ndo. /

R o -
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T huéng &in sir dung dang duwoc phe duyét

(P Lucentis PFS_DE CH IPL Aug2016/UK SmPC Dec20}G/VN Apra 018}

Té hudng din si dung dé nghj dwgc cip shit

(PI Lucentis 2.3mg/0.23mi vial EMA SmPC Aug2020 V10]
A S

4. Néu bat ky diéu nao néi

trén khong dling thi logi bo
bom tiém déng sin thudc
va sir dung mt cdi méi.

4, Neu bat ky dicu ndo ndi
trén khong diing thi loal bd
bom tiém ddng sin thube
va s dung mbt cdi moi.

Thée wip
bom tiém

. Bt nip bom tiém danh
tach (khong xoay hofic vEn) |

(xem Hinh 2).

. Loai bo nfip bom tiém. (xem

Hinh 3).

Giin kim

. Gin chiit mdt ldm tiém vo

khudn 30G x 12 ineh-vio
bom tiém _y6 khudn bing
cach vin chiit vio khéa
Luer (xem Hinh 4).

. Chn thaa théo nip kim bing

céch kéo nd thing ra (xem
Hinh 5).

Lurn ¥: Khéng lau kim bit et
Tic néo.

Thio nap | 5. Bét nip bom Hém dinh
bom tiém

tach {(khong xoay hodc viin)
(xem Hinh 2).

6. Loai bo nép bom tiém (xem
Hinh 3).

Gan kim

7. Gén chit mdt kim tiém v8
khudn 30G x ¥4 jach-vio
bom tiém _v6 khuin bing
cach vin ch¥t vao khoa
Luer (xem Hinh 4). ]

céch kéo né tiving ra (xem

Hiinh 5). )
Lum ¥: Khéng lau kim bt el
Bie ndo.

8. Cén thén thio nép kim b%ng Hinh & H'Em

7/60
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Tor hudng din sit dung dang dwge phé duyét

(Pl Lucentis PES DE CH IPL Aug20I6/UK SmPC Dec20]6/VN Apr2018)

Tor b din sir dung d¢ nghi dwge cfp nhit
(Pl Lucentis 2.3mg/0.23mi vial EMA SmPC Aus2020 ¥i0)

Pay bot|9 Cim bom tiém thang Piy bot|9. Cim bom tiém  thang
khi ra ding. khira ditng.
10. Néu cb bit ky bot khi 10. Néu c6 bit ki bot khi
ndo, dimg ngon tay gd ndo, ding ngon tay gd
phe vio bom ti€m cho chg vao bom tiém cho
dén Xhi cdc bot khi di dén khi céic bot khi di
chuyén lén trén dinh chuyn Ién trén dinh
(xem Hinh 6). (xem Hinh 6).
Pinh lieu | 11. Cam bom tiém ngang Pinh litw | 11. Cim bom tiém ngang
thm mét va cén thén ddy thm mét va cin thén dy
piston cho &én kbi canh piston cho dén khi canh
bén dudi vom cla niit cao bén dudi vom clia mit cao
su nim thing hing voi su nim thﬁng hang vl
vach chi Hiéu (xem Hinh vach chi lidu (xem Hinh
7. 7.
o Didu mly s& diy 4 Did ndy sé dhy khong
khong khi vi dung khi va dung ci;ch thira ra
dich thira ra va dmh Va.iLnglh heu 661} 0,05
<3 £ I‘l‘L &
KGu den 0,05 mal.. Laru §: cAn piston khnng gin
Lwu¥: cin piston khong gﬁn véi niit cao su — didu nay I
y6i mit cao su ~ didu ndy 1A dé ngiin chin khéng khi bi
@é ngin chiin khéng khi bj hiit vio bom tiém.
hyit viio bom tiém. Tiem Thi thudt tiém phai duge thue hién trong didu kign v
Tiém Thi thuat tiém phai duge thire hidn trong diéu kién khuén
v khudn 12, Kim tiém nén dugc dua 3,58 —4,0 mm phizsauria | |
12. Kim fiém nén dugc dua 3,0 — 4,0 mm phia sau vio trong khoang dich kinh, trénh kinh tuyén ngang
ria véo trong khoang dich kmh,ttanhicmhtuyén va huéng v& trung tAm nhin chu. :
ngang vA hudng 3 v& trung tAm nhiin ciu. 13. Bewm-Tidm tir tir cho dén khi niit cao su dén dwge
13. - Bom fir tix cho dén khi niit cao su dén dwoc diy 44y cta bom tiém @8 phan phéi mt thé tich 0,05
ciia bom tiém dé phan phéi mot thé tich 0,05 mib.
ml.. 14, Nén sir dung céc vj trl cling mac khic b1 véi cdc |-
14, Nén sir dyng chc vi trl cling mac khic dbi véi mii tiém ti¢p theo.
chc miii tigm tiép theo, 15, —Sau khi fiém, khéng dy nép kim lai hodc téch
15, San khi fiém, khong déy ndp kim lai hodic kim ra khéi bom tiém. Loai bd bom tiém d3 su' dggg_ :

IRy, A
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To huéng din sic dung dang dwgc phe duyét
(PI Lucentis PFS DE CH IPLAug2016/UK SmPC Dec2016/VN Apr2018)

Té hudng dan sir dung d< nghj duge ¢ip nhjt
(PI Lucentis 2.3mg/0.23ml vial EMA SmPC Aug2020 V1.0)

thch Kim rz khoi bom 1iém. Leai b bom iém 4 sfx
dung cimg v6i kim trong thimg chita chét thai shc
nhon hodic theo quy dinh cia dia phwong,

cling voi kim trong thing chira chat thii séc nhen hoge
theo quy dinh cta dia phirong.

CHONG CHI DINH

Qué min vdi hoat chét hojic véi bét cir thanh phin ndo cia 14 dugs
Banh nhin dang 66 hofic nghi ng® bi nhism tring mét hodic quanb mét
Bénh nhan dang cé viém trong mét,

CHONG CHI PINH

(Qus mén véi hogt chét hodc véi bét ot thanh phén nao cba t4 duge ligtke

& nuc Thanh phén t4-duge. . ] ]
Bénh nhén dang c6 hofic nghi ngd bi nhiém trimg mit hofic quanb méf,
Bénh nhan dang cd viém treng-raaindi nhin nAng.

.nhit.
theo -~ EMA
SmPC
Aug2020
Dich lai cho

- sat nghia

CANH BAD VA THAN TRONG

Céc phén img lién quan tiém treng dich kinh

Tiém trong dich kinh, k& ca tiém Lucentis, 6 lién quan dén viem ndi
nhan, viém trong mét, bong vong mac do vét rich, rich vOng mac, duc
thiy tinh thé do chén thwong trong didu tri (Xem phén PHAN UNG
BATLOI). ‘

Phai ludn ludn 4p dung k¥ thudt tiém v4 khudn ding khi st dyng
Lucentis. Ngoai ra, bénh nhén phai duge theo dai sudt tudin 1& sau khi
tiém @ didu tr} sém néu xay ta nhifm khuln. Cin hudng din bénh
nhén béo cio ngay bit oir triéu chitng néo nghi ngt viém ndi nhin hojc
bt ¢t finh trang ndo dugc dé cdp & irén.

Tiang 4p Iye ngi nhiin

D3 ghi nhan £ing &p tuc ndi nhin thoing qua (1OP) trong vong 60 phiit
sau khi tiém Lucentis. Ting ép lyc ndi nhin kéo dai cling dugce ghi
nhan (xem phin PHAN UNG BATLQI). Vi véy cd 4p lyc i nhén va
tinh trang tuéi méu din thén kinh thi - phii duge theo doi va xir tri
thich hap.

Bénh nhin phai duoe thong béo ve cdc trigu chimg clia cdc phan img
bét loi tidm tang va dugc huéng din &€ théng béo cho théy thude néu
ho c6 c4c diu higu shur dan mat hofc ting sy khé chiu, tinh trang d6
mét ning hon, mi hodic gidm thi lye, ting s6 lugng clia cic hat titu
phin nthéd ;rongtﬁm uhin olla ho, hofie ting nhay ¢4m véi dnh séng (xem
phin PHAN UNG BAT LQI).

Piéu tri ddng thdi cd hai mat

Céc dif litu con han ché trong viée sit dung Lucentis dng thoi teén c&
2 mit (bao 5m’ viéc diing trong cing 1 ngay) khéng cho théy nguy co
tiing céc bién cb bat loi toan thin so véi khi didu trf trén mdt mit,
Mién dich

CANH BAO VA THAN TRONG
Cac phin fing lign quen tiém trone dich kinh

"Tiém trong dich kinh, k& ¢& tiém Lucentis, c6 lién quan dén viém ndi nhin
cé ol vidm noi nhintreng-mit, bong ving mac do vét rich, réch ving

mmac, dyc thity tinh thé do chén thuong trong diéu tri (x¥%em phin PHAN
NG BAT LOI).

Phii luén ludn &p dung k§ thust tiém vb khudn déng khi sir dung Lucentis.
Ngoai ra, bénh nhén phai duge theo doi sudt tudn 1€ sau khi tiém dé didn
tr] sém néu xdy ra nhiém khudn, Can huéng déin bénh nhén béo cdo ngay
bAt cit triéu chimg nio nghi ngd viém ndi nhan o6 m bofc bét ot finh
trang nio dge d8 cp & trén.

Ting ép luc ndi ohin
D3 ghi nhin ting 4p lyc ndi nhin thoang qua {10P) trong vimg 60 phit

sau khi tiém Lucentis. Tang &p lwc ndi nhan kéo dii cling dwge ghi nhén:
(xem phin PHAN UNG BAT LOD. Vi-véy-eCa #p lye ndi nhiin va tinh

trang tudi mau ddu thin kinh thi_ d2u —phai duge theo d6i va xii tri thich
hop

ho ¢d ¢ic
sing hon, m hojic gim th e, ting s8 lugng cia céc hat tiéu phén nho
trong thm nhin clia h, hojc ting nhay cdm véj dnh séng (xem phin PHAN
UNG-BAT LGI).

Didu tri dng thdi ¢ hai mét . -

Ciic dit liéu con han ché trong viée sit dung Lucentis dong thoi trén cd 2
mét (bao gom viée dimg trong cling 1 ngiy) khéng cho thiy nguy co ting
chio bidn cb bt loi todn thin so véi khi-ditu &rf trén mdt mat. '
MiZn dich

Bénh nhén phai duge thong béo vé c4c triéu chimg clia cdc phan Ung bat |
loi tidm tang va dugc hudng din dé thong béo cho thiy-traseblo s7 neu z
u hidu nhur dau mét hodc ting sir khé chiu, tinh trang 8o mét '

Cép - nhit

theo EMA
SmPC

Aug2020
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LU BUIE VAN 3W OWEE UHILE UYL PIRE UuYCE
(Pl Lucentis PES DE CH IPL A4 ug‘ZO! 6/ UK SmPC De::ZG] 6/ VN Apr2018)

LU OUUHE UAII 51T UURE U€ BEI] UUYT CHp AR
(B Lucentiz 2.3mg/0.23mi vial EMA SmPC Aug2520 V1.0

Lucentis ¢6 kha ning sinh mién dich. Do c6 tiém nfing vé ting phoi

nhim todn thén & nhing bénh nhén bj pht hoﬁmg dzém do dii thdo

dudng, khong ﬂ1e Iogi trir nguy co phét trién qui mén & nhing bénh

nhén niy. Ciing can hurdn, f déin bénh nhén bso c4o néu cé ting b niing

clia viém ngi nban, c6 the 14 mot dfu hign 14m sing do sy hinh thinh

khéng thé trong ndi nhin,

Ding phoi hep vé4 cdc thude ire ché VEGF (yéu té kich thich phat

trién ndi mé mach man)

Khong nén ding dﬁng thoi Lucentis véi céc thube kKhing VEGF khic

(toan thin hay tai mét).

Ngung ding Lucentis

Nglmg lidu Lucentis va khéng nén didu tri tré Iai sém hon lich trink

didu tri tiép theo trong cdc trudng hop:

» Thi lyo chinh kinh t6t nhit (BCVA) gidm hon 30 chir so véi 1an
dénh gid thi lyc ghn nhét;

. Ap Iye ndi nhén ting > 30 mmHg;

e Rich vang mac;

e Xufit huyét dudivong mac anh hudng hé trung tim hoéc kich thuée
cia vimg xudt huyét >50% ciia todn bi sang thwong;

 Phiu thut ndi nhin duye thyre hign 28 ngay trude hojc durge lén
ké hoach thnre Euen 28 ngay saun.

Rich bleu md ske 1o ving mac

Cac yéu td nguy co lign quan dén phat sinh rach bidu mé sc to ving

mac san khi tr lin bang khéng VEGF trong thosi héa hodng diém lign

quan dén tudi gté thé wét va o6 kha néng ca cic dang khdc clia thn mach

hiic mac bao gbm bong bifu mé sic & véng mac dién rdng vihoic

anire 46 cao. Khi bt ddu didu tri bing ranibizumab, c%n than trong khi

diing & nhitng bénh nhdn cb cic nguy co v8 rich bidu md séc th vong

mag nay,

Bong vong mac do vét rich hefic 1§ hoang difm

Nén ngung &idutr & nhimg bénh nhén bi bong vong mac do vét rach

hodic 18 boang diém giai doan 3 va 4.

Bénh nhin con gidi han théng tin

Lucentis c6 kha ning sinh mi&n dich. Do ¢4 tiém néing vé ting phoi nhiém |

‘Bong vong mac do vét rich hoic I8 hodng diém

todn thén & nhitng bénh nhén bf pht hoang diém do 64 thélo dwomg, khong
thé loai trir nguy co phét tridn qué mén ¢ nhiing béoh nhén nay. Ciing cfn
huéng dfin bénh nhan béo cao néu cé ting 46 ning cia viem ndi nhén, c6
thé 13 m4t diu higu 14m sang do sy hinh thanh khing thé trong ni nhin. -

Dimg phéi hop véi che thude fic ché VEGE (yén t8 kich thich phat trién
noi md mach mén)

Khong nén ding dong thoit Lucentis v6i cdc thudc khing VEGF khéc
(toan than hay tai mét).

Neuns dﬁ;_zg Lucentis
Ngung liéu Lucentis va khong nén didu tri trir Tai sém hon kch trinh didn

trj tip theo trong céc tmtmg hop:

» Thi lyc chinh kinh tét nhét (BCVA) gidm >hen 30 chit so véi lin ddnh
gid thi fyc gén nhét;

e Ap lyc ndi nhén ting > el mmHg;

e Rich vdng mac;

»  Xuft huyét dusi vong mac anh hudng hd trung tim hogc kich thude |
ciia vimg xudt huyét > 50% ciia toan bé sang thweng;

+ PhAu thuft ndi nhiin dwoc thye hign 28 ngay trude hofic duge lén I8
hogeh thire hién 28 ngay sau.

Rach bzéu mé se t6 vong mac

Céc yéut8 nguy co lién quan &€n phat sinh rich biéu mb sfc t& vong mac

sau khi tri liéu biing khéng VEGF trong thoéi héa hoang diém lign quan

dén tudi glé thé w6t v c6 kha nﬁng cd cdc dang khde cia tan mach hic

mac, bao gom bong bidu mb she tb ving mac. éaén réng vi/hodc mic 85

cao. Khi bat ¢iu didu tri bing ranibizamab, cin thin trong khi dimg &

nhiing bénh nhih cé céc nguy co v& rich bidu md sic t6 ving mac ndy.

Nén ngung didu trj & nhfmg bénh nhén bi bong vong mac do vétréch hoje
18 hodng diém giai doan 3 hoicwd 4. ,
Bénh nhin cbn gidi han théng tin P

7 :ﬁ/
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To hutmg dan sit dung dang duge phé duyét
(P! Lucentis PFS DE CH IPL Ay, 201 6/UK SmPC-Dec 2016/ VN 4 12618,

C6 ft kinh nghiém trong vigc diéu tri nhimg bénh nhin bj phil hoang
didm do ¢4 théo dudng type I. Lucentis chua duge nghién ciru & nhilng
bénh nhin trude diy 48 dugs tjém trong dich kinh, & phing béah nhin
dang bi nhism khuin ton than, bénh vong mac ting sinh do 44 théo
duing holic & céc bénh nhén c6 béah mét kim theo nlnr bong ving
smac holic 18 hoang diém. Ciing khéng c6 kich aghiém vé viée didu trl
Lucentis & bénh nhén ¢4 thao dudmg c6 HbAlc trén 12% va ting hayet
4p ctra dugo kiém sodt. Do thiéu thong tin, nén Khuyén cho cée bic s§
nén can nhic khi didu tr nhitng b§nh nhén nay.

Khéng ¢6 db. dif ligs d& két lugn dnh huémg cda Luocentis tén bénh
nhén b te finh mach vang mac cb dhu higu mét chic ning thi gidc
ihong hdi phyc do thiéu méu cyo bd.

Cé sy han ché v& dit ligu higu hyc ciia Lucentis trén déi twong bénh
nihin cén thi bénh Iy 44 didu tri khong thanh cong trude 46 v tri lién
quang dong hoc (PDT) véi verteporfin, Ngodi ra, trong khi higu lyc
ciia Lucentis d3 dwge x4c dinh tén d6i trgng bénh nhin vl sang
throng ngay dudi hogc bén canh [t trung tém thi & bénh nhan vl
sang thuong ngodi [6m trung tAm 4 liéu v& higu lwe chua d%.y i

Cic tic dung ton thin sau khi tiém trong dich kinh

Téc dung phy todn thén bao gbm cixuat huyét ngoal mét va huyét
khdi dong mach da dugg béo cdo sau khi tiém trong dich kinh cic
chét irc ché VEGF.

C6 it dit ligu v& an todn trong didutri suy giam thi lyc do phit hodng
diém do ddi thio dudng (DME), phii hoang diém do RVO va tan
mach hic mae (CNV) thi phit sau cin thi bénh 1§ ¢6 tién sir 60t quy
fodc con thidn mau nio thodng qua. Can thin trong khi didu tri cho

nhitmg bénh nhén nay (xem phan PHAN UNG BAT LOD.

To huwémg dan sir dung d¢ nghi duge cip nhit
Pl Lucentis 2.3mg/0.23mi vial EMA SmPC Aug2020 V1.0}

Cd it kinh nghiém trong viéc didy trj nhfing bénh nbén bj phd hoang diém.
do d4i thio dudng type L. Lucentis chud dwge nghién cdu & nhifng bénh
nhén trude diy da duge Hém trong dich kinh, & nhitng bénh nhin dang bi
phiém kiwén toin thin, :- hwdngmac-ting inh-do-daH-thie-dutmg- odc
& cc bénh nhan c6 bénh mit kém theo nhur bong vong mao hosic 18

hoang

& bénh nhin d4i thio dudng cb HbAlc trén 108 mmol/mol (12%) va
jhong c6 kinh nghiém trén bénh phin ting huy&t &p chwra duge kiém soit.
Do thidu thong tin, aéa-khuyén 4o cdc bdc s§ nén cin nhéc khi didu tri
phitng bénh phén ndy.

Khing ¢6 4G dit lidu @2 két ludn anh hudng clia Lucentis trén bénh nhin
b the tinh mach vang mac ¢6 diu higu mat chic néng thi gi4c khong hol
phuc do thifu méu cuc bo.

C6 sy han ché v& dif liéu higu lyc coa Lucentis trén d6i tromg Hénh rhin

v6i sang thuong ngodl om trung tam di ligu v& hidu lyc chura day &0.
Céc tic dung toan thén say khi tiém trong dich kinh . .
Tac dyng phu todn thén bao gbi ca xuit huy&t ngoai mét va huyét khdi

VEGF.
C6 it dft liéu v& an todn trong didu trj suy giam thi lue do phil hoang diém

(CNWV) thit phét sau cén thi beah 1y <6 fidn str 4ot quy hofc con thifu mau
nfio thodng qua. C?;n than trong khi didu tri cho nhiing bénh nhén néy
(xem phén PHAN UNG BAT LGD.

diém. Ciine khonp-e6-4dinh nghiém cdn han che ve vite didu trj Lucentis’

' can thi bénh 1y d& didu tri khong thanh cdng trude d6 voi i lidu quang |
dong hoo RBTFvdi verieporfin (VEDT). Ngodi ra, trong khi higu lyc clia
Lucentis 44 duge xac djnh trén d6i tugng bénh nhén v6i sang thwong ngay |
duréi hodic bén canh 18m freng tam thi & bénh nhén mac ¢én thi bénh ¥

&6ng mach d& duoe bio cdo sau Khi tiém trong dich kinh céc chat tc ché

do d4i théo dudmg (DME), phit hoang diém do RVO va thn mach hicmac’

TUONG TAC, TUONG KY CUA THUOC L TUONG TAC, TUONG KY CUA THUOC Cap nhit
Chra ¢6 nghién cfu chinh thire nao v trong thc thube duge thuc hién, | Chua cé nghign ciru chinh thitc nao vE tuong thc thude dugc thyc hign. | theo EMA
Bdi vl vise s dypg b o tri 1ién gnang dong hoc. véi SmpPC’
verteporfin va Lucentis ¢ bérih phén thodi héa hodn digm i

Trong c4c thir nghiém im sing gé dida trj suy gidm thi lyc do phi
hodng diém do d4i théo dudng (DME), két qua lién quan den thi lye

A

DUCC LUCHOC.

B GV CACHLDUNG v DAC TINE DUCCLUCHOC,
Trong cdc thirpehiémnehién ol 14m sang d didu tr suy giam thi lye do
ohid hoang difm do 84 théo dudmg (DME), Y&t qua lién guan dén thi lye

! n V2 0 \ quan den | Aug2020
1udl_gid ¢ thn magh {hé i) va can thi béuh 19, xem muc DAC TINH | -

""" s T T R T T
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T hwémg din sir dung dang duwgc phé duyét
(PI Lucentic PES DE_CH_IPL Aug2016/UK SmPC Dec2016/ VN Apr2018)

Té hudng dan Sit-dimg g¢ nghi dwge cip nhit
(P Lucentis 2.3mg/0.23ml vial EMA SmPCAug2020 VI.0)" .

hoac 40 day vong mac trung tim & nhftng bénh nhan duge diéu tri bang
Lucentis khéng bi anh hudng boi viee didu tri ddng thdi véi cic
thiazolidinedione (xem phin CAC NGHIEN CUU LAM SANG).

Déi véi viée sit dung phéi hop phirong phép quang dong bing laser v

Lucentis & bénh phit hoang diém do d4i thio dudmg v thc tinh mach | &«

vong mag nhénh, xem phin CAC NGHIEN CUU LAM SANG va phin
LIEU DUNG VA CACH DUNG.

Tinh tuong Ky,

Trong khi chura ¢6 ¢4 nghién céu vé sy tuong hop, khdng dwge pha
trén thubc ndy véi cde thube khic.

hode 46 day vong mac trung tim (CSFT) ¢ nhifmg bénh nhin duge diéu

>

trj biing Lucentis khéng bi an huéng boi vige didu trl ddng thoi véi cde | -
h r r.3 : [ l "

thiazolidinedione 3 2
A st it Saatiediinaahii-emniaranecphdn srganidiinm.a

Trong khi chita o6 céc nghién ciu vé sy tuong hop, khéng diroc pha trdn
thubc ny véi cae thudc khde.

PHU NU CO KHA NANG MANG THAI PHU NU' CO
THAIL CHO CON BU VA KHA NANG SINH SAN

Phu nir ¢6 kha niing mang thai

Nhiing phu nff c6 kha ning mang thai nén ding phuong phép trénh thai
¢ higu qué treng khi digu i

Phu nif cé that

Khéng c6 dit ligu 14m sing v& viée sir dyng ranibizumab & phy nit cé
thai. Céc nghién efru trén khi cynomolgus khong cho thiy cac tic ddng
¢6 bai gidn tiép hay truc tiép déi voi khi mang thai hay sy phét trién
clia phoi thai (xem phin CAC DU LIEU AN TOAN PHI LAM
SANG). Sy phot nhiém toan thin véi ranibizumab 12 thip sau khi st
dung tai mét, nhung do co ché hoat ddng cita thubc, ranibizumab phéal
dwge xem 12 ¢6 kha nang gay quai thai va c6 dgc tink trén phéi thai/thai.
Vi viy, ranibizumab khong nén sit dyng trong théi kj mang thai trir
Khi g ich dem Tz 16n hon nguy co tidm &1 cho thai nhi. Ddi véi nhimg
phy nft mudn mang thai vi di duge didy tj voi ranibizumab, cin
Khuyén céo chi it nhit 3 théng sau lidu ranibizumab cudl trede khi thy
thai,

Phu nir cho con bd i .

Chua 15 Lucentis c6 duge bai tiét qua sffa me hay khéng. Pé & phong,
khuyén céo khong cho con bl me trong thi gian sir dung Lucentis.
Kha niing sinh san

Chua c6 dif lidu vé kha n#ing sinh san.

N ANG- THAL-PHU NU CO THAIL CHO
CON BY VA KHA NANG SINH SAN
Phu nit ¢6 khi niing mang thai/triuh thai
Nhitng phy nir ¢0 kha néng mang thai nén-dimg phwong phép trinh thai cd
hi¢u qua trong khi dicu tri.
Phuy nit ¢b thai
Khong c6 dit liu 14m sdng v& viée sit dyng ranibizumab & phy nif ¢6 thai.
Céc nghién ctu trén khi cynomolgus khéng cho thiy céc tic dongcd hai
gidn tiép hey-holic tryc tidp d6i véi khi mang thai hoficay sy phit trién cita
phoi thaifthai (xem phin GAC-DT LISU AN TOAN PHI LAM SANG).
Sur phoi nhiém toan than véi tanibizumab 14 thap sau khi s dyng tai mit,

nhung do co ché hoat déng cia thube, ranibizumab phai duge xem 13 ¢6 |

kha ning gy quéi thai vA c¢6 dfc tinh trén phdi thaifthai. V1 viy,
ranibizumab khéng nén sir dung trong thdi k mang thai trir khi loi jch
dem lai 1én hon nguy co tiém An cho thai nhi. Déj véi nhiing phy aty mudn
mang thai va d& ditoc didu trj véi ranibizumab, ciin khuyén cho chér it nht
3 théng sau lifu ranibizamab cudi trorée khi thy thai.

Phy nit cho con bi

Chnra 18 Lucentis ¢6 dugo bai tift qua stia me hay khong, KDé-déphong;.
Jehuyén cdo khong cho con b me trong thoi gian sir dung Lucentis.

Khi niing sinh sin

Chwra Khéng cé dit Tiéu vé kba ning siok sén,

Dich lai cho
'at nghia

ANH HUGNG BEN KHA NANG LAIXE VA VAN HANH MAY
MOC

Trj liu Lucentis ¢6 thé gay r6i loan thi Iye tam thd, ¢6 thé 4nh huong
dén kha ning 14i xe hojc vin hanh méy méc (Xem phén PHAN UNG
BAT LOD). Bénh nhin ¢6 nhitg déu hiu ndy khdng dugce J4i xe hofic

Ai:gﬂ HUONG DEN KHA NANG LAI XE VA VAN HANH MAY
MOC

FeHibuLuecentisThu thuat didu tri c6 thé gy réi loan thi lyc tam thdi, 6
thé anh hwémg dén khd niing 141 xe hofic vén hanh méy mée (x¥em phin
mue PHAN UNG BAT LGJD). Bénh nhidn c6 nhiing déu hiéu nay khong

v
.IV

T T R
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T& hwéng dian sir dung dang duge phé duyét
(PF Lucentis PFS' DE_CH _IPL dug2 67K SmPC Dec2016/VN Apr2018)

T& hwong dan sir dung dé nghj dwge cip nhit
(PI Lucentis 2.3mg/0.23mi vial EMA SmPCXugE?)O' Vigh o

van hanh méy moée cho dén khi cdc roi loan thi e tam thoi ndy giam
di. '

dworc 141 xe hodc vén hinh mAy méc cho dén khi céc 10 loan thi lye tam
thii nay gidm di.

PHAN UNG BAT LO1

"T6m tht hd so an todn

Nitdm bénh nhin bj AMD thé wét )

C6 tdng chng 1.315 bénh nhén trong dan s6 nghién ciru tinh an toin
cita ba nghién citu pha I ¢6 d6i chimg v& AMD thé udt (FVF2598g
(MARINA), FVF2587g (ANCHOR) vi FVF3192g (PIER)) dugc didu
frj vl Lucentis trong 24 thang va 440 bénh nhén 43 duge diéu tri véi
lidu khuyén cdo 0,5 mg.

Nhitg bién cb bét loi nghiém trong ¢6 lién quan dén quy trinh tidm
bao gbm viém ndi nhan, bong vong mac do vét rich, rich vong mac vi
dyc thity tinh thé do chén thuong trong didu tri (Xem phin CANH
BAO VA THAN TRONG).

Nhimg bién vh v& mét nghiém trong khdc quan sét thiy & nhimg bénh
nhén didu trj Lucentis bao gdm viém trong mét va ting 4p lyc ndi nhan
(Xem phin CANH BAO VA THAN TRONG).

Nhifg bién o6 bét Joi dwoc liét ké trong Bang 1 chiém mét ty 18 cao
hon (it nhét 2 diém 6 phin trim) & shiing bénh nhéh dang diéu &

biing Lucentis 0,5 mg so v6i nhimg ngudi didu trj & nhém chimg (gia |

tiém, nhv dinh nghia & phiin DUGC LY LAM SANG/DUQC DONG
HOC hoic ligu phip quang ddng hoc (PDT) véi vertoporfin) theo dir
lidu gdp cha 3 nghién ciu vé AMD thé udt o6 kiém chimg. Vi viy
nhimg bién ¢ niy dwoe xem 12 nhitng phin ting bit loi cia thube ¢6
thé cd.

PHAN UNG BAT LGOI
Tém tat dit lidy an toan
Phisn [&n cac phin tmg bt 1oi duoe ¢hi nhan sau khi s dung Lucentis

lién quan dén thi thuat fiém trong dick kinh.
Céc phan tmg bat loi & méat thudme gép nhét sau khi tiém Lucentjs 13: dau

a

juyét mat, tAng dp huc nbi nhin, viém dich kinl, bong dich |

miii hong va viém khép
r - 1 o’ £ ]

‘Céc phin {me bt loi khong phi & mét thudng gép nhét 1a dau dau, viém

niét nhung ning hon ba

ia

(xem muc CANH BAO VA THAN TRONG).

1Ay &g e tom tht trong bing dwdi.
Témtae) " ¥

Cée phiut tne bit lof g2p phid say khi ding Lucentis trong edo thit nghiém

Cap nhit
theo EMA

[ BmPC.

Aug2020
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To hudng dan sir dyng dang duge phé duyét
(PI Lucentis PES DE CH IPL Ang20i6/UK SmPC Dec2Q16/VN Apr20i8)

Tt huong dan sir dung de nghi dwge cdp nhit

T ligu an foan dirge md ta dudi day cling bao gm tht cd bién cb bat
lgi duge nghi ngd ft rihdt 12 o6 kha ning lién quan dén quy triph tiém
hotic thude & 440 bénh nhén bj AMD the uét duyc didu tri v4i 0,5 mg
Lucentis.

Nhom bénh nhin bi phi hodng diém do ddi thdo dwing

D} an todn cla Lucentis 48 duoc nghién ciu trong mt thir nghi¢m o6
Kiém chimg tiém gia mot ndm (RESOLVE) tién hanh & 102 béch nhén
bi suy giam thj Iyc do phit hong diém do déi théo duimg (DME) duge
didu tr] bing ranibizumab va trong mot thir nghi¢m cb d6i chimg laser
trong 1 nam (RESTORE) & 235 bénh nhén bj suy giam thi lvc do phit
hoang dim do d4i théo dudmg (DME) duge didu tri bing ranibizomab
(xem phin CAC NGHIEN CUU LAM SANG). Nhifm trimg dur
tiét niéu thudc nhém tin sult thudng gip, dip ing cde tifu chuén v
phan tmg bit loi trong Bang 1 duéi déy, céo bidn cb khic & mit va
ngodi mat trong chc thir nghiém RESOLVE va RESTORE dd duge bio
oho vGi thn suit v mive 40 ning tuong ty nhu ¢ thiy trong cdc thir
nghiém vé thodi hoa hodng diém lién quan dén tubi gia (AMD) thé uét.
Nhom binh nhiin tdc tink mgch vong mgc

D6 an todn ciia Lucentis d4 duge nghién ity trong 2 thir nghiém 12
ihéng (BRAVO vi CRUISE) dugc tién bnh 4o frot & 264 bénh nhén
va 261 bénh nhén bi suy giam thj Iyc do phit hoang diéin thi phét sau
te finh mach vong mac nhinh (BRVO) va tac tinh mach vong mac

trung tim (CRVO) duge didu tri bing ranibizumab theo thi tr fong (CRVE

&g (xem phan CAC NGHIEN CUU LAM SANG). Céc bién ob & mat
vi ngoai mit trong cdc thir nghiém BRAVO v CRUISE d3 duge bo
céo0 v6i thn sudt va mire 45 ning trong tw nhi 84 théy trong céo thix
nghiém v& thodi hoa hoing diém lién quan dén tudi gia (AMD) thé uét.
Nhém bénh nkin thn mgch héc mgc ‘

Tinh an todn cia Lucentis dwgc nghién ctu trong nghigh ciu 14m sing
kéo dai 12 thdng (MINERVA), trong, d6 171 bgnh nhdn bj suy gidm thi

£

Tirc do ¢6 tan mach hic mac dugc didu trj véi mnibizumab (xem phin ‘

- =

CAC NGHIEN COU LAM SANG). D§ an todn & nhimg bénh nhén
ndy phit hgp v6i céc thir nghiém lim sang fruée d6 cla Lucentis.
Nhom bénh nhin cfin thi bénh Iy

Tinh an todn cia Lucentis di duge nghién ciu trong thir nghiém iam
sang kéo dai 12 thing (RADIANCE), trong 6 224 bénh nhin didu tr

véi ranibizumab ¢6 suy gidm thi Ive do tin mach hiic mac (CNV) thir

piiét sau can thi bénh 1y (PM) (xem phin CAC NGHIEN CU'U LAM
SANG).

(P Lucentis 2.3mg/0.23mi vial .
ha hi-rEae-Hon-gha

EMA SmPC Aug2§20 V1O~
i (ERR-E Sah-tidm-hod
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To hudag dan sir dung dang duge phé duyét
(PI Lucentis PFS DE CH IPL Aug20IGUK SmPC Dec2016/VN Apr2018)

To hrdmg dan sit dung d nghj duge c3p nhit

Céc tan sudt va mirc 46 ning cla cdc bien b lién quan dén mat vd
ngodi mit duge bao céo trong thix nghiém niy cling tuong tir nhar céc
bidn cb quan sét duge trong thir nghigm véi bénh AMD thé uét,

Bang téng két phan ting bit Igi cia thude trong cde thik nghiém ldm
sing

Ciac phin fmg béit loi ciia thuée trong cdc thir nghiém Jam sang
(Bang 1) duyc ligt ké theo h§ théug phin logi co’ quan MedDRA.

Trong mbi nhém hé cu quan, céc phan ing bt loi cia thube duge sap
xép theo tin suft, dAu tién 1a céc phan ing bt Igi thirdmg gdp nhAt.
Trong m3i nhém tn suft, cic phan ing bat lgi cua thube duge trinh
biy theo th tur miktc 6 nghiém trong gidm dhin, Ngodi ra, loai thn sudt
tizong tmg d6i v6i mbi phan tng bt loi duge dua trén quy wdc sau dy
(CIOMS LiL): rét thutmg gip (>1/10), thutng gap (21/100 dén <1/10),
ft gap (=1/1.000 dén <1/100), hiém g&p (=1/10.000 @én <1/1.000), rat

hiem gap (<1/10.000}.

Phiin ing bit lgi trong céc thir nghiém im
sang ‘

Bing 1

(P! Lucentis 2.3mg/0.23mi vial EMA SmPC )'_1#52920 VIO

G~

ﬂn:qg c'iuy udc sau diy:

> d

£
A .

thudng gip (=1/10), thudng gip (z1/100 dén <1/10), it g7p (=1/1.000 &én
<1/100), hiém ggp (=1/10.000 dén <1/1.000), it hiém gip (<1/10.000);
Kkhong 16 (khidng the woc tinh tr 4 litn san ¢6). Trong ndj nhém thn suit,
che phn tng bat loi dyoc trinh biy theo thir e 46 nphitm trong gifm -

r
P, Y Stlet T

din-
.

ST At

AAS ol e BL

O

Nhiém trimg vA nhiem ky sinh tring Nhiém tring vi nhiém ki sink triing
@ Rﬁt ; Viém mii hong Rét thudmg gip  Viém mii hong
“cng g p - r -3 * A
Thudng  Clm, nhiém tring dudng tiét nigu* Thudng gip Comy-nNhidm rng dudng 1iét nign*
lg{%r: Toan m&n va hé bach huyét Réi logn mau va h¢ bach huyet
Thudng  Thiéuméu Thutnggip ~ Thiduméu
gap . Cic rbi loan ve hé mién dich
Réi logn tém thin Thugne g 5 mmlin
Thudmng gip Lo éu e Ty
R&i loan hé Roi loan tim than
than kinh Thunggip Lo du
Rét thudng Nhic diu - _
gdp Roi loan hé
Thuomg gip Dot quy than Kinh o C{;}
Réi logn mit RAt thudng gdp  Nhidc dau g, N4
I
. 15160
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Té hudéng din sir dung dang dwge phd duygi
PI Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018)

T hwdmg din sir dung d& nghi dwge cip nhit

R4t thudng Viém trong mat, viém dich kinh, bong dich kinh,
£4p xudt huyét vong mac, 16 Joan thi Iyc, dau mét, hién
twong rudi bay, xufit huyét két mac, kich fmg mit,
cam gifc c6 di vt trong mit, ting tiét nudc méit,
viém mi mit, kho mét, xung huyét mét, ngtta mat.
Thodi héa vong mac, rbi loan ving mac, bong vong
mag, rich ving mac, bong biéu md séc t6 véng mac,
vich bibu md sic 6 vong mac, gidm thi lyc, xuft
buyét dich kinh, r&i logn dich kinh, viém mang bb
dao, viém méng mit, viém méng mét-thé mi, duc
thiy tinh th&, duc thiy tinh thé dudi bao, duc bao
say, viém gidc mac ddm, mon gidc mac, do tidn
phong, nhin mé, xvAt huyét tai ché tiém, xufit huyét
mét, viém két mac, viém két mac dj fmg, tiét dich
mit, 16a miit, sg doh séng, kb chiju & mit, phil mf
mét, dau mi méit, xung huyet két mac.

Thudng gap

Tt gap M, viém ndi nhén, mi tién phong, xut huyét tién
phdng, bénh gidc mac, dinh méng mit, ling dong &
gie mac, phil gidc mac, khia gidc mae, dau tai chd
tiém, kich tmg tai chd tiém, cAm gidc bit thudng
trong mit, kich tmg mi mit.

Pl Lucentis 2.3mg/0.23mi_vigi _EMA SmPC Augatizg VL) -

230

Réi loan hé hap, nguc va trung that

Thudong gip Ho

Réi loan tidu hda

R&i logn miit

Rit thwong .-S,ﬁ@m—tpeag—-mét«,—-ynviém dich kinh, bong djch kinb,
gip xuht huyét vong mac, 151 Joan thi lyc, dau mat, hién

tugng rudi bay, xuét huyét két mac, kich ting mét, cam

gidio c6 dj vt trong mt, ting tiét nwdc mat, viém mi
mit, k6 mét, xung hoyét mét, ngia mat.

Thulmg Tho#i kda ving mac, Bi loan vong mac, bong ving

gip mac, rach véng mac, bong bidu md séc 16 ving mac,

réich bidumd sic th véng mac, giam thi lyc, xufit hiryét
dich kinh, réi loan dich kinh, viém ming b0 dao, viém

méng mét, viém méng mét-thé mi, dyc thy finh thé,’
duc thity tinh thé diréi bao, dyc bao sau, viém gidc mac-

dbm, mdn gidc mac, do tién phong, nhin md, xu

huyét tai ché tiém, xult huybt mét, viem kétmac, viem-
Két mac dj ng, $ét-dich-métchiy nudc mat, 16a mat,

sg 4nh séng, kh6 chiu & mét, phi mi mit, dan mi mét,
xung huyét két mac.

it gap Mu, viém néi nhfin_c6 mu, mu tién phong, xuat huyét
tin phang, bénh gidc mac, dinh méng mit, ling dong
& gide mac, phi gide mac, khia gific mac, dan tal cho

tiém, kich fmg tai ch® tiém, cm gidc bit thudmg trong

mét, kich tng m{ mét.

R&] loan ho hap, ngue va trung thit

Thuong gip Budn nén
Rot loan da va md dudi da

Thudng pip Ho

Thuong gip  Phan tng di ing (phét ban, mé day, ngira, ban
1) ‘

R&i loan hé co xwong, mb lién két v xwong

Rit thudmg Paukhép
gép

Xét nghiém

Rit thudémg Ting 4p luc ni nhin

| gap

Réi loan tiéu héa

Thuimg gap Buan non
Roi Joan da va mb dirbi da ]
Thudmg gip Phan (g dj tne (phdt ban, mé day, ngifa, ban d6) .

RS loan hé eo xwong, md lién ket v xwong
Rét thuimg gip  Paukhép

Xét nghiém

Rét thuémg gap _Tang 4p lyc ndinhin o
Z Nhime phin (e bat loi droc xac dinh 1 nhitne bien ¢f bat loi

nhét 0.5 diém 56 phén tram bénh nhén) xay ra véi mbt t.1€ coo hon (it |
ahit 2 didm sb phin tem) & nhime bénh nhin danc didy iri bang Lucentis |

0.5 mg so véi nhime naudi dige tri & whém chime (gid tiém hoiic ligu

1/
{+

16/80
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AV MBEUHE A ALK LR AR WELLL. llllc oyt

LU AIARVIEIE GAeEaa S CRRRAE, LW ALGAEE MOUAYT Satps T

(PI Lucentis 2. 3mg/0.23mi viak EMASmPC Aug2020 V1.0

(P Lucentis PES DE CH {PL Aug2016/] UK SmPC Dec2016/VN Apr2018)

* chi quan st thdy trong nhém bésh nhén phi hodng diém do d4i

théo dutmg (ODME)
Mt phan tich tong hop dit lidu gdp vé an todn tir céc nghién cifu toan
chu, nghu ohién, i ddi di hodn thanh cho thiy ty 1§ méc cao hon vé
viém/nhidm trimg vét thuong ngodi mét khéng nghiém irong & nhing
bénh nhan b phl hodng diém do dai thio dudng (DME) duge diéu tri
béng ranibizumab 0,5 mg (1,85/100 bénh nhén-nim so v6i nhém abi
chiing 0,27/100 bénh shin-ndm). M6i quan 1§ véi ranibizumab vin
cdn chua 1.

phép quang dong hoe (PDT) véi verteporfin)

* ¢chi quen sét thiy trong thém bgnh nhin phi hoang diém do dai thio |

Phin fmg bét loi lign quan dén nhém sin pham o
Trone cac nehién civu pha T ve thodi hoa hoang diém lién quan dén di

. 7

2ia (AMD) c6 tin mach thé wét, thn suft ndi chung ol xut huyét ngodi

T ¥ i

irién ni mb mach mAy), ting she & nbine bénh nhan didu ui bin
anibizumab. Tuy nhien, khone 6 mat mé hinh nhit quén aita cde kidu
xuht huvét khic nhau. Co mbtnguy co 1V thuyét v& cdc bidn chtic mach
huvét khéi, bao gom dot quy vi nhéi mau co tim sau khi tiém dich kinh
céo cliat rc ché VEGE. DA quan séf thay mat i 12 méi méc thip cia cc

bidn cb the mach huyét kh trong.ca¢ thir nehidm M sine ciia Lucentis
irén bénh nhén thodi héa hoAng. diem ligh quan dén tudi gid (AMD) co tdn |-
mach. phit hoane diém do d4i thio dudng (BME), bénh vén ‘mac-do dai.

PDR). ph hoang diém thir phét do thc tinh mach.

théo dudng ting sinh 9 hod
vine mac (RVOY va tin'mach bic:mac (CNY) va khing c6 su khac bigt

it mot bisn b bat Lot lidn quan dén trc ché VEGE todn thén (yéu 1o phit.

16m gitta nhom didu tri bing ranibizumab va nhém chima.
/4

R R sl T

=
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T huéng dan sé dung dang dwge phé duyét
2L Lucemts PFS DE CH JPL Aug?016/UK SmPC Dec2016/VN Apr2018)

Tér huémg dén si dung d¢ nghi dwge clip nhét
(P! Lucentw 2. Smg/(} 23mi vial EMA .S'mPCAugZGQO ¥1.0)

QUA LIEU VA XU TRI

Céc trrdng hop qud lidu do v6 ¥ (iém hrong 16n hon khuyen céo 0,05
mL Lucentis) dugg bao cdo tir cdc nghién ciu Jam. sang v& AMD thé
wét va céo dif 1idu hau mai. C4c phan (g bt loi durdmg gap nhét
céc bao cio ndy 14 tang 4p lyo ndi nhin va dan mét. Négu Xéy ra qué
lidu, phai theo doi 4p luc ni nhin va duge didu trj boi théy thudc néu
thiy cén thiét.

Trong céc thir nghigm iém sﬁng, lidy 1en dén 2 mg ramb:zumab trong
m6t thé tich tiém 0,05 mL dén 0,10 mL a8 dugc dimg cho bénh nhin
bi tho4i héa hoang diém lién quan &én tudi gia (AMD} thé w6t va phi
hoang dxém do d4i thio dudng (DME). Loai va tAn suﬁt chc phidn g
bét loi & mét va toén thin phit hop v6i cc phan g bét ol 43 dugo
béo cho v lidu Lucentis 0,5 mg (trong 0,05 mL).

QUA LIEU VA XU TRI
Cic trirdmg hop qud lidu do v ¥

£ r

(t-;em—lam&g—lén—lmkh&mﬁ—&ﬁﬂ%é—mia
Lueentis}-duge bao cdo tr cde nghzen ciru 15m sang vé AMD thé udt va

che dif Hiéu hjo m#i. Céc phan 1 ung Dt lgi thudnge gan-ahdttr cdc bio cdo

ndy 14 ting 4p hye ndi nhan, mi thodng qua, gidm thi luc, phit gide. mac.
dau_gidc mac va dau mit, Néu xdy ra qua liéu, phéi theo d5i &p Iye ndi

nhan va duqc dléu trl bch %héy—thaé-e & néu thay cé.n t}uet

) Cép‘nhat

theo EMA
SmPC.

Aug2020

DUQC LY LAM SANG

Nhém duwge 1§: thude chéng hink thanh tin mach

Mi ATC. SO1LAG4

Co ché tic dung (MOA)

Ranibizumab 13 mpt dogn khang thé don dong tdi 16 hop gidng shir &
ngudi nhim chéng lai yéu tf) phéx trién ndi mdé mach min A & ngudi
(VEGF-A). Ranibizumab gin két véi &i lyc cao vio cic dang dong
déng VEGF-A (vi du VEGF 1o, VEGF12: va VEGans) do &6 ngﬁn
ngira s gin két VEGF-A vio céc thy thé clia n6 2 VEGFR-~1 va
VEGFR-2,

Duge Iye hoc (PD)

Sy gén két VEGF A vao céc thy thé ciia né din dén ting sinh té bao
ni md vi hinh thank tin mac?t ciing nhy thoat mach, nhiing bién ddi
néy duge cho 13 gop phﬁn viio sit tién tnen cua sy hinh thanh tin mach
trong thoaz héa hoang difm lién quan dén tudi gid, tin mach héc mac
bao gdm tAn mach hiic mac thir phét sau cin thi bénh Iy, phil hodng
diém gay giam thi lyc trong dai théo dudmg va thc tinh mach vong mac.

I,ueeﬂsfs-{}»&mg{t#w-&%mk}

BAC TINB DUGCLUC HOC -BU—QC—L—Y-%MI—S-&P@G
Nhém duge If: Mm&mmw
ché su hinh thank mach
Ma ATC. S0ILAO4
Ca ché tic dung- BIOA)-dbng
Renibizumab 12 m6t dogn khéng thé don dong tai 18 hop giéng nhy &
ngudi nhim chbng lai yeu té phét irifn 16i m6 mach miu A & ngudi
(VEGF-A). Ranibizumab gfn két véi £ hye cao vio cic dang ddng dﬁng

VEGF-A (vidu VEGFuo, VEGFm va VEGF43), do 6 ngin ngira sygan

két VEGE-A vio céc thy thé cia n6 13 VEGFR-1 va VEGFR-2.

ngee—m-kee{PB}
Sy gén két VEGF--A vio céc thy thé clia n6 din dén ting sinh té baondi |

md va hinh thanh tin mach, cling nhzr Thoéi mach, 14t ca nhitng bifn ¢bi
ndy dwge cho 12 gép phén vio sy tién trifn cia sur hinh thanh tin mach

trong thoéi héa hodng diém lién quan dén mdi gid, cin th] bénh 1y va tin -

mach hac mac hodc suy gmm thi Juc gdy ra bbi bao-gbm-thn-mach hic
ye-phit hodng dtémgﬁy—g}am-ﬁn-}ge-tfeﬂggi“
&4i thdo dudmg sd-hoic ,Qhﬁ hoéng didm thir phét do thc tinh mach vong

mac,

| Cép nhit

theo EMA
SmPC

| Ang2020

Duyc dbng hoe (PK)
Hip thu

Sau khi fiém Lucentis trong dich kinh hang théng che bénh nhén bi
thodi héa hodng difém lign qu quan dén tudi gia (AMD) cé tAn mach, nong
d6 ranibizumab trong huyet thanh thudng thap, v6i nong @5 cac nhit
trong buyét thanh {Cme) thudmg thép hon ndng d§ ranibizumab cin
thiét 48 tc ché hoat dong sinh hoc clia VEGF khodng 5096 (11 dén 27

PAC TINH DUGC BONG HOC

i

héa hoang didm lign quan uan dén tudi gia (AMD) c6 tin mach, nong Lits]
rambwumab trong huyét thanh thudmg thip, vdi nbog db cao nhat trong
huye: thatth (Cae) thirdng thip hon ndng 8 ranibizumab cin thiét 48 te
ché hoat déng sinh hoc ciia VEGF khoang 50% (11 -d81-27 ng/ml, dirgc

Hip-the .
Sax khi tigm Lucentis trong d;ch kinh hang théng cho bénh nhén bz thoéi

Cép nhét

"1 theo EMA

SmPC
Aug2020

&,

0/
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8.

T hudng din sir dung dang duge phe dirygt
(P Lucentis PFS_DE CH_IPL Aug2016/UK SmPC DecZ016/VN Apr2018)

To huéng dan sir dung d¢ nghj dwge cip nhit
(P! Lucentis-2.3mg/0.23ml vial EMA SmPC Aug2020 V10

ng/ml, dugc dénh gid trong mét thir nghidm ting sinh 16 bio in vitro).
Néng 49 cao nhét trong huyét thanh (Cme) 11 1¢ thudn vdi Tidu tix 0,05
dén 1,0 mg/1 méit. Khi tiém Lucentis 0,5 mg/l mét trong dich kinh
Ming théng, nbng do cao nhét trong huyét thanh (Cuax) dat duge khoang
1 ngay san khi tiém, duge dy dodn thudng & mic tir 0,79 dén 2,90
ng/m), vi néng 4 thép nhit trong huyét thanh (Cuin) dugc dy doda
thuomg & mic 1ir 0,07 dén 0,49 ng/ml. Nong d9 Ranibizumab trong
huyét thanh cuia bénh nhan tic finh mach vong mac va phi hodng didm
giy ra bdi bénh d4i théo dudmg cling twong duwong véi bénh nhin bi
thosi héa hodng didm lign quan dén twdi gid AMD cb tdn mach.

Phan b6 va thii triv

Dya trén phén tich duge dong hoc & nhém nghién el va sy bién mét
ciia ranibizumab khoi huyét thanh & bénh nhén thodi hoa hoang diém
lin quan dén tudi gid co tin mach didu tri v4i lidu 0,5 mg, théi gian
bén thii trung binh cia ranibizumab trong dich kinh khoing 9 ngay.
Néng 35 clia Ranibizamab trong huyét thanh dugc dur dodn thép hon
Kkhodng 90.000 14n so véi ndng d6 ciia ranibizumab trong dich kinh.

Nhém bénh nhiin djc bigt

Suy than: Chwa c6 nghién cu chinh thir nao durge thuc hién d8 kiém
tra dugc déng hoc chia Lucentis & bénh nhén suy thén. Trong mét phén
tich duge déng hoc & bénh nhin AMD cb tin mach, 68% bénh nhin
(136 trong s6 200) b suy thin (46,5% nhe [S0-80 mL/phit], 20% tmmg
binh [30-50 mL/phat] va 1,5% néing [< 30 mL/phit]). & bénh nhén te
tinh mach vong mac, ¢6 48,2% bénh nhan (253 trong 525 bénh nhin)
c6 suy than (36,4% nhig, 9,5% trung binh va 2,3% néng). D4 thanh thai
todn thin hoi thép hon, nhung didu ndy khéng ¢4 ¥ nghia 14m sing.
Swuy gan: Chua c6 nghién ciu chinh thire n3o thye hign ¢ kiém tra
duge dong hoe ciia Lucentis & bénh nhdn suy gan.

- ¢go hon mot chiit so véi mic quan sat diros &~ bénly nhan bi thodi lida

&nh giA trong mot thir nghiém ting sinh 2 blo in vifro). Nong 46 cao |

nhét trong huyét thanh (Caed t 1§ thudn véi liu i 0,05 dén 1,0 mg/1 mit.

pppetathanhlles, FORgi=-aL-a0ai=uont MO Tt wyerae 3 5 <
Nane d6 huvét thanh cfia mdt 56 bénh nhén phi hodng d‘ién} do d4i thao
dudne (DME).cho thy khone thé loai trir mite 46 phoi nhiém toan than |

hotng diém lien quan dén ol gia (AMD) cé tin mach: Néng db

fRanibizimab trong huyét thanh ¢iia bénh shén ‘the-tinh mach véng mac
d-vhu-hotre-didm-phy-ra-béi-bonk-ddi-thie-dubng-ob _tumg‘ﬂmg

hofic cao hon mét chit so véi bénh nhan bi thodl héa hoing diem lién

quan dén tudi gid (AMD) c6 #in mach. -

Phin-bé-vi tadirir

.....

Dura trén phén tich duge déng hoc & nhém nghién oiru va sir bién mét ciia
ranibizumab khéi huyét thanh ¢ bénh nhén thoéi hoa hodng diém lién quan
dén tudl gid o6 tAn mach didu trj v lidu 0,5.mg, thi gian bén thii trung
ab trang dich kinh khodng 9 ngay. KhitiSm Luc

1

aniizuma}a g e
t4n so v6i ndng 49 cia ranibizumab trong dich kinh.

Phbdm-binh-nhin-dhe-bidt
Bénh nhén Ssuy thin: Chira ¢6 nghién cirs chinh thirc nao duge thyc hign
& kifm tra duge ddng hoc ciia Lucentis & bénh nhdn suy thin. Trong mt

phin tich duge dong hoc & bénh nhin AMD ©6 tin mach, 68% béohnhén |-

(136 trong s6 200) bj suy thin (46,5% nhe [50-80 mik/phif], 20% trung
binh [30-50 mf/phii] vi 1,5% nding [< 30 mE}/phit]). O bénh nhén the
finh mach véng mac, cb 48,2% bénh nhén (253 trong 525 bénh nhén) cd
suy thn (36,4% nhe, 9,5% trung binh va 2,3% niing). D6 thanh thai toan
thén hoi thip hon, nhtmg didu ndy khéng c6 ¥ nghia 18m séng.

Suy gan: Chwa ¢6 nghién cftu chinh thirc ndo thye hign dé kiém tra duge CZ/

dong hoc cia Lucentis & bénh nhin suy gan.

CAC NGHIEN CUU LAM SANG
Didu trj AMD thé wit
Déi voi AMD thé uét, tinh an toan va higu qua ctia Lucentis 43 duge

CAGNGHIEN CUU LAM SANG
Didu trj AMD thé uot
Péi véi AMD ¢hé wét, tinh an toan va hiu qua cia Lucentis 44 dwge dénb

gi4 trong 3 nghién céu ngau nhign, mi ddi, cé Libea-38 chimg vdi thube

Cfip nhét
theo EMA
SmPC
Aug2020

&4nh gi trong 3 nghién ol ngfu nhién, mi doi, ¢6 kiém chimg vot

-8
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6.

T huéng din sk dung dang dirge phé duyét
(PI Lucentis PFS_DE_CH IPL Aug20167UK SmPC Dec2016/VN Apr2018)

T hwémg din sir dung de nghj duge efp nhit
(PI Lucentis 2,3mg/0.23mi vial EMA SmPCAug2020 VI1.0) =

thubc diéu tri holic vai gia tiém™* & nhitng bénh nhén bi thodi héa
hoang diém lidn quan dn tudi gia (AMD) c6 tin mach (FVF2598g
(MARINA), FVF2587g (ANCHOR) vi FVF3192g (PIER)). Téng sé
1.323 bénh nhan (879 & nhém dimg thude va 444 & nhém chimg) duge
tham gia vac nhimg nghién ciu nay.

Nghién ciew FVF2598g (MARINA) vé nghién cfu FVF2587g
(ANCHOR) ‘

Trong nghisn cim FVF2598g trong 24 thing (MARINA), bgnh nhan
6 tin mach hic mac (CNV) dang kinh dién t6i thidu hogc tin mach
hie mac dang 4n khong kinh dién dugce tiém trong dich kinh hing thing
biing Lucentis 0,3 'mg hofc 0,5 mg hofc tiém gis. Téng s6 716 bénh
nhén duge dwa vao nghién ciu ndy (gid tiém, 238; Lucentis 0,3 mg,
238; Lucentis 0,5 mg, 240).

Trong nghién clru FVF2587g trong 24 thang (ANCHOR) bénh nhan
6 thn thuong t4n mach hic mac (CNV) dang kinh dién tuyét d6i duge
didu trf hojc: 1) tiém Lucentis 0,3 mg trong dich kinh hang théng va
gia tri lidu quang ddng (PDT); 2) tiém Lucentis 0,5 mg trong dich kinh
hing thang va giA tri liéu guang d0ng (PDT); hogc 3) gid tiém trong
dich kink v [iéu phép quang &6ng (PDT) vdi verteporfin c6 hogt tinh.
Tri liéu quang dong (PDT) véi verteporfin ¢6 hoat tinh (hogc gid tiém)
duge dimg véi 1an tiém Lucentis khoi din (hofic gia tiém) va méi 3
théng sau 46 néu chup mach mau huymh quang cho thdy vén cdn hoic
141 phét ro ri mach. Téng s8 423 bénh nhén duge dua vio nghién el
ndy (Lucentis 0,3 mg, 140; Lucentis 0,5 mg, 140; verteporfin PDT,
143).

** Ouy trinh gid tiém 36i ching gém gdy 18 mdt theo cdch gidng nhir
tiém Lucentis trong dich kinh. Bdu cia bom tiém khong kim lic dé dé
vao két mac va piston ctia bom tiém khong kim duoc day xudng.

Céc két qua chi iét dirge néu trong Bang 2 vA 3 va Hinh 1

Bing 2 Két qua vio th¥i difm Théng thir 12 vi Thing
thi¥ 24 trong nghién el FVF2598z (MARINA)

Dianh gis ket qui Thing Gia tiém | Lucentis
(=238} |9,5mg
{n=240)
MAt<15chitthi lwe | Théng thir | 62% 95%

(%) {Duy tr thi lwe) {12

i-hefieval-gia HiemE* holic véi thude digu i trong vong 24 thine &
nhiing bénh rihan bi thodi héa hoang didm lién quan dén tdi gid (AMD)
¢ tin mach 2 ARTREA .

{ . T8ng 56 1.323 bénh nhén (879 & nhém ding thude
v 444 & nhém ching) dwge tham gia vao nhimg nghién cinu nay.

* )
a2

- ‘ .
Trong nghién ciru FVF2593g wong24-thing(MARINA), 716 bénh nhin

o6 tan-mach-hie mac(ERibn thuong dang kinh dién 161 thidu hofic t4a
5 én khong kinh dién dugc phén chia ngéu nhién theo

much-hae-mge-dung
1118 1:1:1 d8 tiém treng-dich-deinh-hing thing bing Lucentis 0,3 mghoje | -
Rig il de g thang ba _

Lucentis 8,5 mg hojc iém-giagia tidm.

v
.
0

Y
3

L)
RS

i

) Gyl ee

g4k .
Trong nghién ciu FVF2587g trene-24-thing-(ANCHOR), 423 bénh nhin

phén 16n c6 tén thuong tin mach hic mac (CNV) dang kinh dibn syt 461
duoe didutri duoe phin chia nefu nhisn theo i 18 1:1:1 d& tiém Lucentis
0.3 me hine théng, Lucentis 0.5 me hang thing hodc hefe—ti-iiém

-
..........
3

a2 R0 & Erya-Ereet
. A

-----

RS A
chup mg,éh mén huynh quang cho thiy vin cdn hofc tal phat rd ri mach).
A 4793 hank shan.Jdive-dun nchidn-atru-nivLuceitis 03 e

3§21 e HHEED

Céic kit qua ehi-tiétguan trong dige néu trong bBéng 123 v kHinh 1
dudi day;

Bing2-1_ Kbt qui vio thoi diém $Fhing thir 12 v3 {Thing thi

24 trong nghién cifn FYF2598g (MARINA) va FVF1587g
{ANCHORY

FVE2598e FVF2387¢g
(MARINA) | (ANCHOR)

Faltar

LRV

Ao T TN e
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To huéng dan siv dgng dang dwge phe duy§t
(Pl Lucentls PES DE CH IPL Aug016/UK SmPC Dec2016/VN Apr2G18)

(PI Lucentis 2.3me/0.23ml vial EMA SmPCAug2020 V1.0)

To huréng dan sitdung 46 nghi dwge c3p nhat

Théng thr | 53% 90% Danh, gis két | Thang | Gia | Lucentis | Verep | Lucenti
24 qué tigm | 05mg | qfin | 505
Ting =15 chirthilwe | Théng thit | 5% 34% (@=23 | (n=240) | PDT mg
(%) 12 8) (=143 | (n=140
Théng thir | 4% 33% b
24 MBat < 15 chit | Thang | 62% | 95% 64% | 96%
Thay dbi trung binh vé | Thang thtr | -10,5 +72 (14,4) thi lye (%) | thir12
thi Jue (chi thi Iuc) (48 | 12 (16,6 (Duy ti thi
1éch chuén, SD)* Théng thiy | ~14.9 ¥6,6 (16,5) Tuc, tiéu chi | Thang | 53% | 90% 66% | 90%
24 (18,7 chinh) thit 24
Tang 215 chit | Thing | 5% 34% 6% 0%
thi lre (%6 | thi 12
Thang | 4% 33% 6% 41%
thir 24
Thay a1 | Thang | -10,5 | +7,2 95 | +11.3
trung binh v& | thir 12 | (16,6) | (4,4 | (64 | (148
thi lyc {chir
thi lwc) (46 | Thing | -14,9 | +6,6 98 | +107
lech chudn, | the24 | (18,7 | (16,5) | (176 16.5
sDy*
* p<0,01
Bing 3 Két qué vao thing thir 12 va thing thir 24 trong nghién
cfiu FVF2587¢ (ANCHOR)
Panh gis ket qui Thing | Verteporfin | Lucentis
PDT 0,5mg
{n=143) {n=140)
Mat < 15 chirthi lyc | Théng 64% 96%
(%) thir 12
(Duy tri thi k) Théng 66% 90%
thir 24
Thng =15 chir thj lyc | Théng 5% 40%
(%) thir 12
Thdéng 6% 41%
thir 24
Thay ddi trung binh | Thang 950164 |+113




18

T huéng dan sir dung dang dirge phé duyét
(PI Lucentis PES_DE_CH_IPL Aug2016/UK SmPC Dec2@l6/VN Apr2015)

To huomg dan si dyng de nghj duge ¢dp nhat
(Pl Lucentis: 2.3mg/0.23ml vial EMA SmPC Auig2020 VEOY .-
- r Y -

vé thi hc (chit thi thir 12 (14,6)
Iyc) (46 16ch chuan, | Thang. | -9,8(17.6) |+10,7
spy thir 24 (16,5)
sp<h), 01

Hinh 1 Thay @5i trung binh v& thj lyre so v6i mirc ban &iu cho
dén thang thit 24 trong nghién ctrm FVE2598g (MARINA) va
trong nghién ciru FVE2587g (AN CHOR): nhém bénh nhin theo §
dinh diéu trj JTT)

Ngnian cirs PUF2598( (MARINA}

-k
o 9
P

et 15,6

i M + N5
Pphib oan

¢ 2 4 & 8 49 12 14 16 18 4 R M
Thng

b
&

Thay a8l tnung bink vé | o= SE
. {chih
o oo oW

Nghien cita FVF2587g (ANCHOR}
W 9.7
} +20.5
M .8

6 2 4 6 8 0 52 14 16 18 20 22 24
THing

MARINA ANCHCOR
- LUCENTIS G5 mg (n=240) - LUCENTIS 0,5 mg (=140}
- G H2m {n=238) ~a- werteparfin PDT (=143}

wh o ed
LI
T

&

3
&
H

S
&

‘Thay d6ttrung binh vé i e+ 8E
chm

E! g ! ’é Eiéiia ; Igg
M’ il !.6)
t héﬂg- . g:g “‘ ”6} ’i' *ga’
ﬂi&' 2 l E] é"g ;

Hinh I Thay 85 trang binh v2 thi lye so v6i mifc ban diu cho dén
thing thir 24 trong nghién ciru FVE2598g (MARINA) va trong
nghién eidn FVF2587g (ANCHOR%MM&W
ﬁi} . | N g:m’

Nghién cliu FYF2598g (MARINA}
W +58

415 Pupeb s J
03 A 6 8 10 R 1416180 2 M,
Théng

P
2 o

+21.5

M
=3

Thay 61 trung binhvé iy Lye & BE
fentr
h o on

sighian clm FYFZE8TG (ANCHOR)
10,7
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Té budng dan sir dung dang duge phé duyét
(P! Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec20167¥N Apr2i8)

To huomg dan sir dung d6 nghi dwoc cip nhit

Nhing bénh nhan & nhém drroe dieu tri bing Lucentis c6 sy phat trién
sang thuong tan mach hic mac (CNV) 161 thidu duge quan sét & mic
d6 trung binh, Vao thang thir 12, thay 481 trung bich vé toin b) viog
tn thuong {4n mach hic mao 1 0,1 dén 0,3 DA (dia thi) d6i vdi
Lucentis so v&i 2,3 - 2,6 DA & nhém doi chimg,

Két qua iy ca hai thir nghiém chi ra ring vige tiép tuc diéu trj bing
ranibizimab c6 thé cling ¢6 loi & nhitng bénh nhin mét 2 15 chit thi
e chinb kinh t6t nhat (BCVA) trong nam déu tién didu tri.

Trong ca hai nghién cts MARINA va ANCHOR, sy cai thién vé thi
Iuc quan sét thiy véi Lucentis 0,5 mg lic 12 théng di kém véi 1gi fch
do bénh nbén béo céo khi dugc danh gid bing thang diem theo Bing
ciiu hoi vE chitc ning thi lyc cia Vién Mét Quéc Gia (VFQ-25). Sy

khéc biét gitta Lucentis 0,5 mg vi 2 nhém 61 chiing dugc daoh gid |

bling trj sb p trong khoang tir 0,009 dén < 0,0001.

Nghién ciru FVF3192g (PIER)

Nghién ciru FVF3192g (PIER) 12 mdt nghién clru ngdu nhién, mb d6i,
o6 kidm chiing véi gid tiém trong 2 niim duroc fién hanh 4 dénh gis 6}
an toin va hiéu %ué cfia Lucentis & 184 bénh nhén b thoi héa hoang
didm lign quan dén tudi gid (AMD) c6 tin mach (c6 hoiic khiing c6 tin
mach hic mac (CNV) dang kinh dién). Bgnh rihan diroc tiém trong dich
kinh Lucentis 0,3 mg hodc 0,5 mg hojo gid tiém 1 13n mdi théing trong
3 lidu hién tifp, sau 46 12 tiém 1 lifu mbdi 3 thing. Ti thing 14 oia
nghién ciru, bénh nhén dirge didu trj gia tiém duge phép chuyén qua 4&
dimg ranibizamab va tir thang 19, ¢6 the ¢ nhimg lan didu trj thudng
xuyén hon. Bénh nhén dugc didu tri v6i Lucentis trong PIER nhén
duwge trung binh 10 dot dida tri trong nghién ciru. Tiéu chi danh gid
chirih 14 thay 61 trung binh v& hi re vo thing thir 12 so véi mitc ban
dhu. Sau sy ting thi Iuc khdi ddu (sau khi tiém lidu hing théng), ndi

chung, nhiing bénh nhan duge tiém Lucentis 1 1An m&i 3 thing bi mit |-

thi Iyc tr& vé mirc ban JAu vio théng thi 12. Hisu qua niy duge duy

1} v i hét cAc bénh nhan da duge didu trj bing Lucentis (82%) tai
théng thir 24,

> R 3

(PT Lucentis 2,3mg/0.23ml vial EMASmPC Aug2020 V10). .

ug’ Q,EDE - ] ;é. ; r ; : .

KAt qua tir cA hai thit nghiém chi ra ring vige tifp tue didu tri bing
ranibizumab ¢6 thé cling ¢6 1oi & nhitng bénh nhén mét = 15 chit thi lwe
chioh kinh tét nhét (BCVA) trong nm dhu tién diéu tri.

uan st thiv: chire nng thi tue ¢fi thién 6 ¥ n hia théng ké dyoc bio
oio frén bénhnhan trong ca 2 nghién ciu MARINA va ANCHOR ¢ nhém
Ai5u tri bine ranibizumab so v6i nhdm chimg Khi dénh gid ban

didm theo Bine ciu 1141 vé chire piing thi luc cia Vién WMt Quéc Gia (NEL

VFQ-23),

Trong Moghién ot FVF3192¢ (PIER). 184 bénh nhén vi tht c cdc thé
thodi héa hoing: diém lién quap dén tpﬁi gia (AMD) cé thn mach &rgc

hin chian

oA L. . P VA - 2 s oo
diohrleink Lucentis 0,3 mg, Lucentishede 0,5 mg hodc gia tiém 1 13n mbi
théng tweng-y(i 3 1iu lidn tiép, sau d6 13 #ém-] licu méi 3 théng, Tir thing
14 ciia nghién cir, béah nhan duoc didu tri gid tiém duge phép chuyén
qua 48 dimg ranibizumab va tir théng 19, c6 thé c6 nhtmg 1in didv i

tinrdmg xuyén hon, Bénhnhin duge didu tri véi Lucentis trong PIER nihén-
q: 1 i ;v } . a i 2 l |

dugo trung binh 10 dot didutrj trong nghién ciu. Fié

“

TR T

S-tiith e

g,

ur tinig €] lic khoi dAu (sau khi tiém lidu hang théng), ndi chu
duoe tiém | 1an n}éi 3 thingshingbénh-nhin

gizm & nhifng bénh nhin \

s,

nhén 84 duge didu tri bing Lusentis-ranibizumab (82%) tai théng thir 24.

du nhigntheo i1 1:1-1. 48 duoe tifmlambtaghiéa-clnagde

thi IQ .

: b e 19 vé mirc ban diu
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Té hudmg dan sir dung dang duge phé duyét
(P Lucentis PES DE CH IFL Aug2016/UK SmPC Dec2016/VN Apr2018)

(P1_Lucentis 2.3mg/0.23m! vial EMA SmPC Aug2020 Vi.01

To hudng dan sit dung dé nghi dwee cdp nhat

D liéu tir mot s& luong giti han cac d46i tugng dugc bat chéo 4t dimg
ranibizumab sau hon mdt ném didu trj gi3 tiém cho théy bt dhu didu
trf s6m c6 thé lién quan 167 sy bio v t6t hon vé thi luc.

Nghién clen FVF3689g (SAILOR)
Nghién ctu FVF3689g (SAILOR) 12 mdt nghién cifu pha IIIb, mu don,

Dif figu hat
S-fugng-gici-han- fie-db Hrgmg-dud ‘ c-de-chismg-ranmb e s
cho thiy bt d3u didu tri sdm c6 the lién

herrmbt-pim-ditn-tr-pid-tiém
quan t6i sy bao vé tét hon v& thi Twe.
Dir lidu i 2 nehign eou (MONT BLANC, BPD$52A2308 and DENALL

o chié tir nhon, den tri gia tidm sau d6-diin ranibizumabticmét
i u . Z s A 38 it .

rhdtil
5 gat

BPD952A2309) duge tién hanh sau ldhi thube dwoc cip phép di xdo nhan

tinh hiéu qué cfia Lucentis nhune Khong chimg minh dugc tic dung Ho g
otia vise plibi hop didu tri verteporfin (Visndyne PDT) va Lucentis 5o Vi |

domn tri liéw bing Lucentis,

T -3

da trung tAm trong mét nim trén shing dsi tugng chuea hé e didy | da-#

tri va bénh nhan @3 dugc didu tri CNV do AMD trade d6. Mye tiéu
nghién cfru chinh 13 dénh gid t 1§ bj céc bién cb bét loi nghiém trong &
mat v ngodi mét & nhitng d6i twong dwge dieu trj trong 12 thing. Tong
cong 2378 bénh nhén dugc chon ngfu nhién theo ti 18 1:1 & tiém trong
dich kinh ranfbizumab 0,3 mg hofic 0,5 mg méi thang trong 3 thing
fién tiép sau 46 12 didu trj lai khi cin nlhumg khong qui 1 Ian/théng.
Nhin chung, khong quan sat thiy sy mét cin bing gifia hai nhom lidy
<& thn subit cba cdo bién ¢b bit 1gi tai mt v ngodi mit. C6 xu hudng
ting cao Khong 6 ¥ nghia théng ke v& tl 1§ dot quy & nhém dang 0,5
mig so véi phém ding 0,3 mg. Khodng tin cdy (CI) 95% dbi vl 11 18
46t quy nhin chung 13 réng (0,3% dén 1,3% & nhom ding 0,3 mg 80
v6i 0,7% dén 2,0% & nhém diing 0,5 mg). §6 lugng dot quy 14 nhé &
<3 hat nhém lidu va khong o6 43 bing ching @& két ludn (hay bac bd)
riing o6 mot su Kirhe nhau thye sy vé i 1§ 45t quy gilta cic nhém didn
tri. Su khéc nhan vé ti 1§ &4t quy 6 thé 16 hon & nhimg bénh nhén
duge biét 14 c6 nhitng yéu tb nguy co ciia 49t quy, bao gdm tidn sir 83
bj dot quy truéc d6 hofe oc con thidu méu cye b thoéng qua,

7
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T hwdng din sir dung dang duwge phé duyft
(Pl Lucentis £#5 DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr20i8}

T& hwéng dan sir dgng ¢ nghi duge cﬁp nhit

(P Lucenris 2. Bmgfﬂ 23mi waf EMA SmPC Aug 2030 V1. (3}

Thing3

@biThay 351 trung binh

350 voi_thet
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T hwomg dan sir dung dang dwge phé duygt
(P Lucentis PFS_DE_CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018)

Té huong din sit dung aé nghi duge cﬁp nhit
Pl Lﬂcenﬂs 2. 3 g/O 23m1 vial EMA SmPCAugZ?M Y16}
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T& hudng dan sir dyng dang duge phé duyét

(P Lutentis PES DE CH IPL Aug20] 6/UE SinPC Dec2016/VN Apr2018).

Tér hurémg dan si dung dé nghi duge cip nhit
(Pl Lucentis 2.3mg/0.23ml vial EMA SmPC AHEZGZ’D |43 0)

Hinh 92 Thay. cTor 1}
m
E vy
Ho1s 128 o]
L.} = g - e
% i o 3R
i ' ! { 1
3 g 2,1 ol "f’%ﬂ_%-u%
2 A g
% 5 11 ! i
[} 1
£ "5"‘“‘+/ +
§ [ t
i t
5 6 thé dlmy raniblzumsd

Y AR B e ey St WA IS SN B B W S ASue Tt SN i M A B NN L

o 1 2 3% 4 5 s ¥ 8 8 10 1 12

Rrcliruenay 0,5 g shide |
- o tinh 1 i IN=105) Ba m’mﬂﬁhﬁw
o VTV ot DOTRISM ok Ranblenmab 2,4 mpAEREVerbegiii POT
oy e ssssmaemre hGm MR B 3 el e

in ..-Al .t'- kém Lgﬂ____; d6_diy.cla ving mac rung tam

4 loi ich duoo " §n nhin trén bénh nhan duUc guan sét thaytren nhénh

diéu 15t bane ranibizumab so véi nhinh didu i bang vPDT (p<0.05) vé
viée cai thign chi s6 hbn hop vé mbt 55 thane dism phu (i trrdme, cde |
hoat dbng ghn. sfrc Lhoc thm t’nan vi mic dd nhu thuoc) cia bb cau hm
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“T'o hiromg din siv dyng dang duge phé duyét
(Pl Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec20]6/VN Apr20158)

T& hwéng din sir dung d¢ nghj dwge cép nh{xt

(Pl Lucentis 2 3m_g/0 23m1 wa] EMA SmPC Aug2ﬂ20 VJ 0)

duoc danh gis boi thi tuc, vafhoac giai phau {vi du suv mém thi lue. .

dich tmnz/ dudi veug mac, xuﬁt byt haac 12 m.,

&xiﬁl&_&

Sw cai thign thi lirc 84 duec quan sat thiv va di ldm voi gisdm 46 diy vong
mac trine thm trong thixi gian 12 thing,

56 1An tiém ranibizumab trung binh d2 duoc thie hién trong 12 thing 14
5.8 & nhém mmbmzumab 50 ¥&i 5.4-G nhitpe bénk nhin trong nhom g;
tiéry clme vdi dléa tri bing ranibizamab tir thang thit 2 tr¢ A G nhém i
1iém, 7 tronz sb 59 bénh nhan d& khong duoe diu i bing ranibizumab @
mit nghién ciru tropg thiv gian 12 théng,

Bing3 1L Két qui o thok

R T T N
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T hrdng déin sir dyng dang duge phé duyét Té hiréng dan Sir dung a8 nghj duge cap nhjt

(Pl Lucentis PFS DE CH IPL Aue2016/UK SmPC Dec2016/VN ApF2018) PI Lycentis 2, Bm%') 23md vial EMA SmPC. .dugZ(l?D Yo .
B B ! i! G a5 : llll
(ns119)

iaaav | 823 %

99.2% 1:294.7%

ull-un RO

5 CSPT a6 déw ve:mg mac trung tim
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T hudng din sir dung dang duoc phé duydt
(PI Lucentis PES DE CH IPL Aug20i6/UK SmPC Dee2016/VN Apr2018)

T hudng dan sic dung de nghi duge cﬁp nhiit

(PI Lucentis 23ngg/0 23ml vial EMA SmPC Aug2020- VL. D}

Thoy @Bt binh i BCVA 4+ Shofng i ey (I} 55% (b}

Hinh 2Thay d6] trung binh vé thii lirc chinh kinh tot nhit (BCYAY

tir liic_ban diu theo thé’l g_lm_l‘dcr; thidng tha'12
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T¥ hudng din sic dung dang dwgc phé doyét
(Pl Lucentic PFS DE CH IPL Aug2016/UK SmPC Dec2016/VN Apra20t/8)

T hwéng din si dyng e nghi duge c@p nhit

Pidu tri suy gidm thj lge do DME

Tinh an todn va hidu qua 14m sing cia Lucentis d3 dwoc danh gid & ha
nghién ctu ngiu nhién, mb ddi, o6 kiém chimg véi thube didu tri hote
gia tiém trong thii gian 12 thing trén nhitng bénh nhén bi suy gigm thi
Iwe do phi hoang diém do dii théo duimg (N ghxén efu D2301
(RESTORE) va D2201 (RESOLVE)) Trong tﬁng s6 496 bénh nhan
tham gia nghzen cfu (336 & nhém ding thube va 160 & nhém dbi
chimg), da sé méc bénh dai théo dwdmg type IE, 28 bénh nhan bi d&
théo dudng type I duge didu tri bing ranibizumab.

(Bf Lucenrzv 2 3mgf0 23mi vigil L’MA SmPCAugZGZO P’.{ 0}

iéu i suy giam thi lyc do phit hoAng didm do 44l thio dybmgDME
Tinh an toan v hidu qua 18m sing ofia Lucentis 43 duqc dénh gré 6hm~ba '

nghién ciru ngaun]:uen, - 3b4-c6 kibr-d0i chimg ¥4
g&éﬁém—tmng thén gmn 12 théng_ mmgbmmmm

Lo ~

Wm@@@wﬁm@ téng o 496-868 benh_'
nhﬁn tham gia ngl'uén CIIU. (836—708 & nhom dﬁng thuoc vA 160 & nhém

2 Eoito
‘

4 .
31/60
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T# huéng diin six dung dang duge phé duyét
(Pl Lucentis PFS DE _CH IPL Aug20i6/UK SmPC Dec20)] 6V N Apr2018)

Tér hubng din sir dung d€ nghi dge. cap nhit
i Lur:e 2 Smg/a 23m! vial EMA SmP{ AquGZﬂ V] LI

Nghién civu D2301 (RESTORE)
’I‘mng nghién ciu D2301 (RESTORE), tong 56 345 bénh nhén bi suy
giam hi lye thit phit do phit hodng diém duge chon nghu nhién, e
nhin hoac don trj liéu bing tiém khoi dhu 0,5 mg ranibizumab vio dich
kinh va gi tr] liéu laser quang ddng (n=116), trj lidu phéi hep 0,5 mg
ranibizumab va laser quang déng (m=118), hofc gia Hém™* két hep
laser quang ddng (n=111). Trj lidu ranibizumab duge bit dAu bing cdc
13n fiém trong dich kinh hing thépg va tiép tuc cho t6i khi thi Iyo én
dinh trong it nhét ba lin thim kham hang théng lién tiép. Pidu tri dmm
kindri déu lai khi thi Igo ti da ¢6 chinh kinh (BCVA} bf giam do sy tién
trién cfia phit hoéing diém do d4i thdo dudmg. Phuong phip laser quang

trong BCVA ttnhan 1 den thé. 7 8 :l:’f'.72
chit o 1ihdm bénh nhin ddu 1 bing raml_::mg*lab (n=102) so vgi -0.1
(29.77)_chit cho bénh nhin gid tigm: v thay doi trung binh & BCVA &

thine 12 ¥ rmrc bau dau la 10.3 (~L‘9 1} chu 50 vm -1 «4 (:1:14,—,2) ch

Nehidn-clm-DI30L-RESTORE)

Trorag nghxén c{ru I)2301 (RESTORE} p 111, %eag-ﬂecé 345 bénh nhén
A phit-do-phi-hodng-d hanngﬁu

nhnen theotlte 1: 1 1, dé nhﬁn hode dontn hgubmag—ﬁém—ldae&—é&a—@—é—mﬂ

ranibizumab_0.3 g _-vie-dieh-kinb-vi gid i lidu laser quang dong

=116y, heu phm hop 0,5 mg ranibizamab va laser quang dong

(-n«-H»S} hoac gla txemﬁ-ket-ba? v4 laser quang aon&;ggmm@g

86ng duge ding lic ban diu vao olng ngay, it nhét 30 phit trude ki | trop :

tiém ranibizumab va khi cin thzet sau 46 dua theo cée chi tisu ETDRS.
Nhiing két qué chinh duge ting hop trong Béng 4 va Hinh 2.

'b%hung két qua ehmh—gl@nﬁ_y_@_g_duac tong th rong Bémg 54
(RESTORE va mé réng) va Hinh 24 (RESTORE).

3z21690
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T hudng dan sir dyng dang dwge phe duyét
(P! Lucentis PES DE CH IPL Aug2016UK SmPC Dec2016/VN Apr2018)

Té hoéng din sir dyng de nghj dwoc cap nh@t
(PI Lucentis 2.3mgr0.23m! wai EMA Sm SmPCAugMZG V1. G)

Bang 4 Két qua vao thoi diém Thang thir 12 trong nghién | Bang 54 Két qué vio thi #iémt Théng thi 12 trong pghién
ciru D2301 (RESTORE) : ciiu D2301 (RESTORE)_vh & thing thik 36 trong nghiéa eftu D2301-
Pénh gid kit | Ranibizuma | Ranibizuma | Laser E1 (RESTORE & rong
qué b 0,5mg b0,5mg+ | (n=110) “Dénh gia ket qua | Ranibizumab | Ranibizumab Laser
(n=115) Laser & thang thir 12 50 0,5mg 0,5 mg+ r=110)
] (n=118) véi miic ban du =115} Laser
Thay doi ttubg & nghién el =118}
bink vé th lye D2301
chinh kinh t6t {RESTORE)
nhit (BCVA) 1ir
théng thir 1 dén | +6,1 (6,43) +5,9 (1,92) +),8 (8,56)
thang tht 12 so
véi mirc ban dhu
(chf'r) {d6 léch w :
chuén, SD)® 1/

h trong “thi lire so wii ban

-
"

P
=

o

@

£EUH 54"

“Fhay 6ty Binh el thi i s Wi ban & 44 SE ichirthl el
ES

-+ T Y T 3 T
s 1 2 % 4 § & 7 & 5 wuw
Thing
Kb tr} a0 Ranitlzumat 0.5 N-m‘]
- nmlbmmabojmq+£aur0‘€=ﬂ
B0 10’

BL - . MZ‘ 4 l l \ 1
* Khae higt vé_binh ghuo*ng tél thitn, p<0,0001/0.0004 dua trép test
ochranfﬂantebﬁaenszd phan @g hai phia

bénh phin o mitc BCYVA ban d4u > 73 chit v phit hodng diém voi-dd
day vBnz mae trung tim <300 gm dudmg rhy khong 6 10 tix vide didu

tri biang ranibizumab so véi faser guang dbng.

Hidu qua & 12.1hdp dbn nhtc‘ttﬁtcacac han.nhém, Tuy nhién, cie

o TR v
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T huéng din sir dong dang dwge phé duyét
(PI Lucentiy PFS DE CH IPL Ang2016/UK SmPC Dec2016/VN Apr2018)

Tir hiwdng din sir dung dé nghi dugc cap nhét

PI Lucentis 2.3mg/0.23mi vial_EMA SmPC dug2020 VI -

Thay dcn trung
Binh vé thi luc
chinh kinh t6t
nhit (BCVA) tai
thang ther 12 so
vd¥i mitc ban diu
(ch@) (a9 1gch
chudn, SD)

+6,8 (8,25)

+6,4 (11,77)°

+0,9 (11,44)

Téng > 10 chif thi
hrc chinh kinh tét
nhét (BCVY A) (%%
bénh nhén) vao
thing thir 12

37,44

43,2

13,3

Thay d6i trung
bink v& thi lyc
chinh kinh t6t
nhit (BCVA) tir
thing thir 1 dén
thang thér 12* se

(ehE (46 lich
chudn, & SD)"

+6,1 (6,43

+5,9 (7,92

+0,8 (8,56)

Ting = 15 chir thi
fygc chinh kinh tbt
nhit (BCVA) (%
bénh nhin) véo
thing thit 12

22.6°

22,9

8.2

Thay dﬁl trung
binh v& thi Iye

chinh kinh 16t

nhit (BCVA) tai
AR
£ e 4 i:l

foh—(d0_Igch
chuin, £ SD}

+6,8 (8,325

46,4
(11,87

+0,9 (11,44)

Ep<0,0001, *p=0,0004, %p=0,0001, °p=0,0032, p=0,0021

¢n’2b-

5

Ting > 15chit
ho#c thi _luc chinh
kinh t6t nhit
(BCVA)= 84 chiy

{e-bénh-nhén)tal

vio thing thir 12
%

22,6°

22.9%

8,2

86 mii  tiém
rung binh
{Thang 0-11)

BRI ais il U
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LU MIGME G ST URIE GO UHPS e GUyge
(Pl Lucentis PFS_DE CH IPL Aug20]16/UK SmPC Dec2016/¥N Apr2018)

AU HBRUUME QM 3 ul.nl; WG RLPLALE WRANS LI pr BRI

P Lucentis 2.3mg/0.23ml vial EMASmPC Aug2020 V1.0

Déanh gis két gui
& thing 36 so vdi
D2301

(RESTQRE) mifc

ban dau frong

D2301-E1

RESTORE md |

ing}

Ranibizumaly

Ranibizumab

Laser trude

0.5 myg trude
n=83

0.5 mp trege

n=74*

+ Laser
n=g3

Thay 441 fung

7.9(9.0}

6.7 (7.9}

5.4 (9.0%

binh_vé thi luc
chinh _kinh bt
nhit (BCVA) &
thang 24 (45 léch
chidn, D)

Thay ddi_trong

8,0(16.15

chinh kinh _t6t
nhit (BCVA) &
théng 36 _(d6 l&ch
chuén, SD)

6108

6.0(94

Tang > 15 chit
ho#c thi lue chinh
kinh__tht _ nhdt
{(BCVAY> 84 chir
vao théng thiy 36

L3
=
-

[aw]
—
N

B

56 Jan tim trung
binit (Thang 12-
35y

6.8

60

“Q<0 0001 grong s0 sa‘m‘n nhénj, rambizumab vi nhanh laser

23% v gg% Bn lug;; & e nhém dﬁng Ramblzumab trwdre, Ranibiznmab ﬁ-u'é'c +
taser v3, ding laser triracPpaB 00l p=0.000d,4o=0,00019=0.0032_fp=0.0023-

1356 bu.nh lidn c6 oid tri &
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T¥ hudng dan sir dung dang dwoe phé duydt
(PI Lucentis PFS_DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2015)

Tér hrémg diin sir dung 4€ nghj dirge cip nhit

Hink 2 Thay di BCVA trung bink so véi ban diu theo thdi gian
trong nghién cim D2301 (RESTORE)
g 12 :

0

+0.2 454

Fhiay 861 trang Dinb v th] et s v toik bt &80 +- SE [ehish
~

¢ 3 2 3 & 5 s 7 & % wion

bitvlion k) B Rantatumal 0.5 mg (N« 113}
Ranbtumab 0.5 g+ Lager (N =138

Laser (N 110}

it

SE = sai $6 ¢hudn ciia trung bioh

Nghién ciru D2301E] (RESTORE md ring)

Nghién ciru D2301E1 (RESTORE md rdng) 1a mdt nghién ¢l nhin
mé, da trung tém, mé rong 24 thing. 240 bgoh nhén di hoan thanh
nghién cfru chinh 12 thing duge thu nhin vio nghién ciu mé ring va
durge didu tr bing ranibizumab 0,5 mg khi cbn thiét (pro re nara -
PRN) & ciing mit 4 duoc chon 14 mat nghién cdu trong nghién clim
chinh. Viéc didu tri duge st dyng hang thang khi ¢6 su gidm thi lyc
chinh kinh 5t nhit (BCVA) do phii hoang diém do di théo

duimg (DME) cho dén khi dat duge thj hye chinh kinh tbt nhit én
dinh. Ngodira, didu tri bing laser dirge six dung nén nha nghign cifu
cho 13 can thiét va dya trén céc hudng dfin ciia nghin oiru didu tri
sé&m bénh v3ng mac do dai thio dudng (ETDRS).

Trung binh, 6,4 miii tiém ranibizumab duge sir dung cho mbi bénh
nhén trong giai doan mé ring 24 théng & nhitng bénh nhén duge didu
tri bing ranibizamab & nghién ciru cliinh. Trong s6 74 bgnh nhén tir
nhém didu tri bing taser & nghién ciru chinh, 59 bénh nhén (79%)
sihdn duge ranibizumab tai mét thii diém nao 46 trong giai doan mo
rong. Trung binh, 59 bénh nhan ndy nhén dugc 8,1 mii tiém
ranibizumab cho m&i bénh nhén trong 24 thang clia nghién etru mé
1éng. TV 18 bénh nhéin khong cin dén bét ky didu trj bing
ranibizumab trong giai doan mé réng 14 19% & nhém sir dung

(PI Lutentis 2,3mg/0.23m! vial EMA -SmPC-AzQQGZO. Vo).

‘Tha i rung binh vty e S0 38 midoban b +7-SE (chathj e

-
"
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. S . Y
14 1 2 3 A 14 -] 7 L3 2 16 11 12
Thing

Banibimimab o5 g N =113
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o Banflykimab (5 mgg + Lises (N =718}
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T& hwing din sir dyng dang dwrge phé duyét

(P Lucentis PFS DE CH _IPL Aug20]6/TUK SmPC Dec2016/VN Apr2018)

Tor hudmg dan sit dung & nghi dwge ¢fip nhjt

Diénh gié két qua chinh duge tém 15t trong Béng 5.

rambizamab trade, 25% & nhém sir dung ranibizumab + laser trudc
vt 20% & nhom sir dung laser trudc.

(P! Lucentis 2.3mg/0.28ml_vial EMA SmPC Aup2020 Vi)

Bing 3 Két qua vie thing thir 36 trong nghién ciu
D2301E1 (RESTORE mé ring)

Dinh gid két qui | Ranibizu | Ranibizumab | Laser
so véi mire ban  { mab 0,5 mg trufce | trudc
din trong 0,5 mg + Laser n=74*
nghién extu truade n:=83
chinh n=83
Thay doi trung +3,0 +6,7 (9.59) +6,0 (9,35) Thoy—doi—truag 48,0 LS ALOE0Y | 46:0-(9:35)
binh v& thi hrc (10,09) binh—vd—ithi—tus | (009
chinh kinh t5t chinhkink 16t nhdt
nhét (BCVA) so BOVA)—s0-—&
va&i mire ban d&u ire-ban-diu-treng
trong nghién cira aghida-ciu—chinh
chinh vao thang wio-thing-thé-36
thir 36 (Do 18ch {Dé—lech—obuin:
chuén, SD) $B)
Tang> 10 chit thi | 39 (47,0) | 37(44,6) 31(41,9) Fang>-10-chit-thi | 3044763 SH£4A-6) 3L
lue chinh kinh t&t hue-chinh-ldnh-tbt
nhit (BCVA) so ahit(BCWA)—s0
v6i mive ban diu ¥éi-mire—ban-dau
trong nghién ol frong—nghién-ctm
chinh ho#c thi lnc ehinb-hete-thi-lee
chink kinh tbt chinhkinh+btnhit
nhit (BCVA) >84 BOVAF 284128
(%) vao thang thit viothinethi-36
36 Tang-15-chi-thi | 23-EF5P 25805 166
Tang =15 chitthi | 23 (27,7} | 25(30,1) 16 (21,6) lyesovoimioban
Ire so voi mirc &iu—tropg-nshidn
ban du trong stva-chinh heje-thi
nghién cita chinh Juo-chinkJinh-tht

- hofic thi Iyc chinh nhAt{BCVA)>84
kinh t6t nhét Se)-vdo-thing-this
{BCVA)= 84 (%) 36
vao thang thit 36 ;

37760
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Té hwdng din sit dung dang dwge phé duyét
(PI Lucentis PFS_DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018)

m“‘s .
Té hudéng din sit dung™dé nghj dwge cip nhjt
(PI_Lucentis 2.3mg/0.23mi vial EMA SmPC Aug2020 Vi0)

n S8 bénh nhin cb gid tr & c& Ibc ban ddu trong nghién ciru chinh
(thang 0) va 13n tham khém vio thang thir 36.

* Trong s8 74 bénh nhén durge didu trf bing laser trirde, 59 bénh nhén
(79%) nhin dugc ranibizumab trong nghién ctu mé réng

Pidm 56 theo Bang ciu hoi v& chirc néng thi lyc (VFQ-25) & nhing
bénh nhén 44 duge didu tri trude 46 'b%n% ranibizumab khi cn thiét
(PRN) trong nghién ¢iru chinh duge lam on dinh trong giai doan m&
réng. Nhitng ngudi duge didu tri bing leser trong phém doi chimg clia
nghién et chinh va sau 86 chuyén sang digu trj bing ranibizumab khi
can thiét (PRN) trong giai doan m& réng cho thiy sy cai thién v& diém
56 theo VFQ-25.

Dt liu v& an toin d&i han ciia ranibizumab duge quan sat thy trong
nghién ofm mé rong 24 théng niy ddng nhét v6i dit ligw an toan d4 biét
cia Lucentis.

Nghién ciu D2201 (RESOLVE) .

Trong nghiéa ctu D2201 (RESOLVE), tbng s6 151 bénh nhén gidm
thi lye do tdn thuomg trung tAm hodng &iém duge didy tri véi
ranibizuymab (6mgfmL, =51, 10mgfmL, n=51) hay vdéi gia tigm

(n=49) tiém vao dich kinh hang théng cho 161 khi d4p g dugc nhimg |

tidu chudn ding didu tr da duge x4c dinh tit tnrée. Lidu ranibizumab
khoi du (0,3 mg hay 0,5 mg) c6 thé ting gp dbi tai bt ky thoi diém
nio trong nghién ity sau mii tiém diu tién ndn didu tra vién danh gid
ring khéng dat dugc 4 dép tmg didu trl. Didu trj giai ot bing quang
dbng laser duge phép tir thing thir 3 & ca hai nhém nghién cm. Nghién
ciru bao gdm 2 phén: phin thim d& (42 bénh nhén dau tién duge phin

tich tai thori diém thing thi 6), va phin chimg thue (g3m 109 benh | dyimasisodibm-b09k

shén cdn lai 43 phin tich tai thoi didm thing thir 12).

Két qua chinh tir phin chimg thye ciia nghién cfu (2/3 s6 bénh nhan)
dugc thé hién trong Bang 6 va Hinh 3. :

Bing 6 K&t qui thing thit 12 trong nghién ciu D2201
(RESQLVE) (trén toan b ngudi tham gia nghién cdu)

uan sat thay chie nang thi Jue cai thién ¢6 ¥ nuhia thone ké dugc b
chio trén bénh nhan diey tri bine ranibizumab{c6 hoic khong ¢6 Jaser) so
v&1 nhom chime ducc dinb gid bing NEI VFQ:25..B4i v6i céc thang 4 |
iém phu khéc ctia b6 cdu hoi ét 1ap duoc sy  did

khong thi duoic s khac bigt vé dién

P T . 2 A NI

B oy
o 9 B a3
B A R Y .
B . (3 . 2

Y

A .
Crss G reariie
i

Dt Jigu v& b sgran todn dai han clia ranibizofnab dugc quen st théy trong

nghién cftu mé réng 24 thang nay ddng rihét véi dit Héu an todn 43 bigt
clia Lucentis.
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T budng dan sir dung dang duge phe duyét T hutng dan sir dung d& nghj dwge cfp nhit
Pl Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec201 6/VN Apr2018) ] Lucentis 2.3m_g/0,23mf yigl Mmpcjugzo'zo V1.0
Dénh gia két qua | Nhém gip Gia tiém Danh-gidkbtqua Nhém-sip | Glietiésr
Ranibizumab n=49) Ranibizumab {o=a9y
(n=1062) (=102} '
Thay dbi trung binh | +7,8 (7,72) 20,1 (8,77 Thoy-ddi-trung-bhil FEX ¥ L0 RN
v& thi lyrc chinh wi-thi-hwe-chinh kink ‘
kinh t5t nhat t5t-nhat-(REVA)-Hr
(BCVA) tir thing thénethi—1—dén
thir 1 dén thang thir théng thi-12-se-véi
12 so v&i mite ban mie-ban—dha—{chi
dAu (chiy) (36 lech 1548 iSSP
chudn, SD)® Thay-db-trung-binh S04 434516y
Thay d6i trung binh | +10,3 (9,14) -1,4 (14,16 ~d-thiJwe-chinh-dnh
v& thi tuc chinh thtnhit(BCVA)vae
kinh t&t nhét théngthir12-s0-vét
(BCVA) vio théng rotre—ban-diu—{chi)
thtr 12 so v6i mitc (da-loeh-chufn SBY"
ban dhu {chi¥) (45 Tane-—t0-chi—thi | - 608 184
léch chuan, SD)* hyo—ohinh—link—6t
Tang> 10 chtthi | 60,8 184 ahit—(BCVA—%
Tre chinh kinh tt bish—nhin)—vdo
nhét (BCVA) (%% , | thing thie12*
bénh nhan) vao Tang—>—t5-chit—th 32:4 162
thng thit 12° lyre—chinh—ldnh—16¢
Tang> 15 chitthi | 32,4 10,2 phit—(BOVAY-—{3%
tuc chinh kinh t6t bénh—ahin}—vhe
nhit (BCVA) (% théne 128
bénh nhan) vao b<0.000%;
thing thir 128 tpe.0043 :
B5<0,0001, _ '
8p=0,0043 " theo :
y ) 1
Hinh 3 Thay @i trung binh thi lye so v6i mire bag d4u thee thdi torn-bi-nprdi-tham glenghiln-etin) _
gian trong nghién ciu D2201 (RESOLVE) (trén todn bj ngudi \
tham gia nghién ciu) -

-39 /60
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To hwtng din sic dyng dang dirge phé duyét
(P Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2g18)

Té hudng dén sic dung d¢ nghj dwoe cip nhit
(PI Lucentis 2.3mg/0.23mi vial EMA SmPC Aug2020 V1O

g 4
z 12z
% 10 +103
g B
3
% P e
: A
. s 11 L1
TR
E
£
o 1 3 3 4.5 & 7 8 % i n 12
Thing
Nt dibai cre Nhém gépRantimymab s 107
SE = sai & chuancuah:ungbmh

Nhitng bénh nhén duge didu tr bang ranibizumab 4 c6 syr giam lién

tuc d6 day vong mac trung tim (CRT). Vao thang thir 12, sy thay dbi
4 daty ving mac trung tim (CRT) trung bink so v6i mie ban dén la-
194 micromet 41 véi ranibizumab so v6i -48 micromet ciia nhém gid
tiém &6i chung
Nhin chung, két qué v& d5 an toda & mét vi ngodi mét trén bénh nhin
bi phi hoéng didm do d3i théo duimg (DME) cha ¢a hai nghién ciru
D2201 va D2301 tuong duong v6i dit ligu an todn da biét trude day
duoe quan sét thay & nthimg bénh nhan bi thodi héa hoing didm lién
quan dén tudi gia (AMD) thé wét.

Nghién ciru D2304 (RETAIN)

Trong ngb.lén ciru pha IHb D2304 (RETAIN), 372 bénh nhén bi phil
hoaﬂg diém do d4i théo duimg (DME) duge chon ngdu nhién dé nhin
mii tiém trong dich kinh clia
- ram'blzumai} 0,5 mg v6i quang ddng laser ddng thoi trong ché
dé didu trj va mé réng (treat-and-extend, TE.) (n=121},
- ranibizumab 0,5 mg don trj ligu trong ché 4§ didu tri vi md
rdng {n=128), hogc
- ranibizumab 0,5 mg don trj ligu trong ché 48 didu trj khi cin
thidt (pro re nata, PRN) (n= 123),

Trong tit ca cdc nhdm, didu tri bing ranibizumab dugrc bt ddu véi

147

thikel

12

10 +103

+TLe

1oH e kT,
SERSERRREEY

Thoay 51 trung bis v th] ke 50 vl itk ban 8y + 96 KKhar
[N

s 1 2 i 4 % & 7 85 % 10 N 1
Thdng

Laal hé: Ranibizumat (N: 10,
Niben iy 1 e N_m‘gap, ammﬁéthNMg;

Trong nghlén citu -pha—l-H»b«DQSM (RETAIN) pha Iib, 372 bénh nhén b}

phi-hotng-di -duge ph_aeheﬁ ngdu nhign

tbeo g 1 1 1 de i tidm:

- ramblzmnab 0 5 mg véi quang dﬁng laser dong thet trong ché db
didu tri v2 mé r8ng (treat-and-extend, TE

- ranibizumab 0,5 mg don tri lidu trong ché 46 didu m i md rong

=328}, hede
~——ranibizumab 0,5 mg don trj [iéu trong ché 48 didu trj khi cin thiét

(pro re nata, PRN) fa-=1233.

"“‘ Ve

mili tiém trong dich kinh hing thang va tiép tuc cho éen khi thi luc

o

40 /60
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LU NUURE GAH S GUOYE DALY UIFYC PIE GHY§
(PI Lucentis PFS_DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr20i8)

10 IUeHg GAN S OUng 02 AR QUgT e3P nnglt
(PI Luceniis 2.3mg/0.23ml vial EMA SmPC Ang2020 V1.0)

chinh kinh t&t nhat (BCVA) n dinh ft nhat1a 3 1in d4nh gié lién tiép.

hing théng. Quang ddng laser dugc sit dyng e ban diu vao cing
ngdy v miii tiém ranibizumab dAu tign vA sau 46 khi cin dya trén
cac tiéu chudn cla nghién oty didu trj s6m bénh ving mac do d&i
théo dudng (ETDRS). Troug ché d¢ didu trj va mé rong (TE),
ranibizumab duge ding tai thoi diém didu tri dy kién & cée khodng
céch 2-3 théng. Trong ché d6 didu tri khi oéin thibt (PRN), thi Jyrc
chinh kinh t&t nhit (BCVA) dugc ddnh gid hing thing va sau 36

ranibizutab duge ding trong cling mét l4n thitm khdm, néu chn thiét.
(3 tAt o4 chc nhém, viée didu tr hang thing duge bt dAu Jai khi ¢ sy
gisn thi lyc chinh kinh tét nhit (BCVA) do tién trien ciaphil hodng

diém do d4i théo dudng (DME) va tiép tyc cho dén khi thi lyc chinh
kinh t6t nhét én dinh & dat duge trér lai. Thet gian nghién ciu 14 24

théng.

Trong nghién ciru RETAIN, 56 in tham khém va didu tri cia ché &9
diéu trj va més rong (TE) thap hon 40% so v6i s6 1an thim khdm hing
thng theo y&u ciu ciia ché 6 khi cin thiét (PRN). Vi viéc ding ¢a
hai ché d6 didu tri, hon 70% bénh nhan 42 ¢6 thé duy tr thi Iyc chinh

kinh tét nht (BCVA) cita ho v6i tn sudt thim khim > 2 thing.
Panh gis két qua chink duge 16m tit trong Bang 7.

Trong t4t ¢ céc nhém, dide-tei-bang-ranibizumab duoc dimg hing thing
dAvyi-paii-t S i ah-hine-thino G &stue-cho-&n khi

12n d4nh gi4 lién

..... 2R Aen

thj I chinh kinh tét nbit (BCVA) én dinh it nhét 12 3
ﬁép hang théﬂg. nans-done-laser-duoo-sid g Go-b

L AARY W
-S43 O~

e1i ~;-'~-~ dicu-r b ae-do-dii-th HEE:
(BTPRS)-Trong ché-d4-didu trj vd ma rgng (TE), 1anibizumab duge ding
tai thori didm didu tri dy kién & cc khodng céich 2-3 théng. Trong-ohé-46
diouar ..'-- i . hi-dere-chinhdenhtat :" (RCVA-Girgie-danh

4

' -~

- 5t o

A

TR W
arA s

Khém—nbu-che-thibt: O tht i cdc nhém, vige difu trf hing thing duie bt
d3u lai khi ¢6 sy giam thi hyc chinh kinh 6t nhit (BCVA) do tién trién
o2 phit hoang diém do déi théo dudmg (DME) va tiép tuc cho dén khi th
Iwe chinh kinh t6t nhit én dinh 43 dat dugc 110 lai. Thoi-glennghita-eby
16-24-théne. P . .
ié +56-50 lan thim kham vi dieu trj_san 3 1an

tidm @éu titn 13n luot 12 13 va 20 cho ché d8 didu tri va iné rdng vd ché
do tiiéu‘gri}khi Cﬁl&'thiét ctia-ohé-36-dibutri-vimordng 4 L

-1

A R it il TS 1

(PRI, Vi %ide ding-ca hi ché 49 didu trj va més ron, hon 70% béah

nhan d8 c6 thé duy td thi lyc chinh kinh t6t nhét (BCVA) eda-be-véi thn |-

suét thim khém trung binh > 2 thing.
Pénh gi4 két qud chinh dwoe t6m tit trong Bang 67.

Bing 7 Két qua trong nghién e D2304 (RETAIN) Bing 67 Két qua trong nghidn etiu D2304 (RETAIN)
Panh gia ket qui | Ché d¢ dién | Ché dg Ché 8§ diéu Danh gia ket qua | Ché dodidu | Chédo Ché 86 diéu
sa véi ban dau trivimé | didutriva | tej khi cin sovéimbcbandiu | tivam& | didutvd | trikhicdn
réng (TE) | moring | thiét (PRN) réng (TE) | méréng | thiét(PRN)
Ranibizum | (TE) Ranibizumab Ranibizuma (TE) Ranibizumab
ab Ranibizum | 0,5 mg b Ranibizum 0,5 mg
0,5 mg + ab n=117 0,5 mg + ab =117
Laser 8,5 mg Laser 0,5 mg
n=117 n=125 n=117 =125
[ Thay 46 trung +59 (550 | 46,1 (570 |+6,2(6,9) Thay ddi trung | #59 (5,58 | 6,1 (5™ | +6.2(60)

bink vé thi luc binh vé thi Iyc

chink kinh tbt nhét chinh kinh tét nhét

(BCVA) tir thang (BCVA) tir thing

thir 1 dén thang thit 1 dén théng thi

thir 12 (45 1ack 12 (85 1éch chudn,

chudn, SD) S0

‘e =

41166
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LU HUGHE UHH NI GUGE LN SUgc pae suyer

10 NWOTE Gan Sir aung de ngn] uee cip Rt
(PI Lucentis 2.3mg/0.23mi vial EMA SmPC Aug2020 V1, [}

(Pl Lucentis PI'S DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2013}
Thay ddi trung +63(6,0) |+66(L1) |+7,0(64) Thay doi trung| =68(6,0) { 6,6 (71} | +7.0(64)
binh v& thi iire binch v& thi Inc
chinh kinh t6t nhét chinh kinh t&t nhét
(BCVA) tir théng (BCVA) tir thing
thir { dén théng thit 1 dén théng thir
thnik 24 (46 léch 24 (8 lech chudn,
chudn, SD) sD)
Thay dbi trung +83 (8,1} | +6,5(10,9) | +8,1(8.5) Thay dbi tung | +8,3(8,1) | +6,5(10,9) | +8,1(8,5)
binh v& thi Tue binh v& i lge
chinh kink 1t nhit chinh kinh t6t nhit
(BCVA) vio (BCVA) vio thing
théng thd 24 (46 tht 24 (46 léch
léch chuin, SD) chudn, SD)
Tang > 10 chirthi | 43,6 40,8 453 Tang>10-ehithi 43:6 40:8 453
Iyre chinh kinh t&t ' hge-chinh-loinh-16¢
nhét (BCVA) ahALBOVAY
> 84 (%) vio 2-84-{54)vho-thing
thang thi 24 thirdd
Tang> 15 chirthi | 25,6 28,0 30,8 Tang > 15 chit 256 28,0 30,8
Iyc chinh kinh tht hodic thi lyc chinh
nhét (BCVA) kinh t5t nhit
> 84 (%) vio (BCVA)
théng thit 24 > 84 (%3-vho théng
bp <0,0001 thit 24.(%)
S6 miti_tiém trung 124 12.8 187
bink {thdng 0-23)

Trong nghién ciru vé phit hodng diém do ddi théo dudng (DME) S
cai thién thi luc chinh kinh t5t nhit (BCVA) dige di kém véi su gidm
theo thor gian vé d6 day viing mac trung tim (CRT) trung binh & tht
¢ chc nhém didu tri.

Khéng c6 su khdc bit v& kbt qua th luc chinh kinh tt nhit (BCVA)
hodc 4§ dﬁy vong mac trung tdm (CRT)-clia cdc bénh nhén frong
nghién ciu RETAIN d& nhin duge hodc khdng nhén duge
thiazolidinedion dong théi.

th < 00,0001, d6i voi ddh gl khong lkém hoi hon so véi dicu tri khi cén

Trong nghién cim v& phi hodng diém do d4i théo dudng {DME), sy céi
thién thi lyc chinh kinh &t nhét (BCVA) duge di kém voi sy gidm ¢ theo
thoi gian vé dg diy vong mac trung tim (GRECSFT) trung binh & tht ci
cac nhém éleu tn

x

})lcu trx bnnh vung ac da dm thao du’fm t'm 'smi: PI)R '
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T hudmg dan sir dyng dang duge phé duydt’

To hudng dan sir dung dé nghi dwyc cip nhit

(P1 Lucentis PES DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018}

(PI Lucentis 2.3mg/0.23ml vial EMA SmPC Aug2020 Vi,
Tiah an toin va hidu qua 1am sang cua Licentis & nhimg bénh nhin bi
bénh véne mac dodai thie dudmng ting sinh (PDR) 48 duoe dinki atron

nghién ciru Protocol S, dénh gid diéu tri bang ranibizumab 0.5 me tiém |
trone dich kinh-so vé&i diéu tri bang phiong phiaf qiishe ddng toin b

vOne mac (PRP). Tiéu ohi chinh 1 sw thay d6i thi lire fritng binh tai-uim

thir 2. Ngod ra. thay ¢bi mitc 43 nang clia bénh vOng mac do-dii thio

dumg duge dinh gid dua trén ¢do hinh dnh chup &4 mit bing cich sir
dung diémi 6 45 ning cGa béph véng mac do di thao dutng {DRSS).
Protocol 8 13 mot nehién ciru pha 3 v sw khong kém hon, da trung tam,

=

nghién cira 305 bénh nhan 394 miit nghién o) bi PDR ¢6 hodc khéng

duoe chonn % 1 nihifn dine ranibizumab 0.5 rg vA 203 mét (51.5%) duoe
chon nghu nhién ding PRP. Téng céng ¢6 88 ikt {22,3%) c6 DME lic
ban dau: 42 mAt(22.0%) & nhom ding ranibizumab va 46 mat (22.7%) &

nhém dimg PRP.

Trong nehién clru ndy, trung binh thay d6i cta thi lwe tai pim thir 2 1 +

2.7 chf g nhém ranibizumab so véi— 0.7 chité nhom PRP, Sur khdc biét
v& trung binh binh phuong tbf thidu 14 3.5 chif {khoang tin cdy 95%: [0.2
den6.7).

& nam thir nhit. 41.8% mit d4 c6 sy cpi thign > 2 bude v& DRSS khi dl_rcrc.

dibu tri bing ranibizumab (n = 189) s0 véi 14,6% mit duoo dtigu tri bing
PRP {n = 199). Su khac biét udc tnh gilta ranibizumab vi laser1a 27.4%
(khoang tin ciy 95%; [18.9, 35.91).

Bang 7 Cat thien va dibm s6 DRSS hoiic béph xiu d4i> 2 hodc
3 buée liic nant thir nhat trong Protocol S (phuong
hap LOCF)
Thav ('Iéi Protocol 8
duoc phan | Ranibizumab PRP Khac bigt vé 1 1¢
loai so v6i 0.5 g (N=199) | (%) Khoingtin

ciithién > 2 bude
D% | 9(AL8%) | 29(14.6%) | 27.4(189.33.9)
cai thign > 3 bude '

el nhicn, d6i ching vi hoat chét, phin b6 song song. d4 dua yio |
DR ¢dh

n(% | 540286%) | 6G.0% | 237(189.326) d/
i di> 2 budc s
nive | (6% | 23(116%) | 98(i47.-52) :

i TR TR
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T& huwéng dan sir dyng dang dwge phe duyét
(Pl Lucentis PFS DE CH IPL Aup2016/UK SmPC Dec2016/FN Apr2018)

T huomg dan sir dung d¢ nghj dige cip nhit
BT Lucentis 2.3mg/0.23ml vigl EMA SmPC Aug2020 VI1.0)

2 (% | L05% | 8(40%) | -3.4(63.-0.5)
RSS= diém sé 40 nang cua bénl viing mac do dai théo

Judme (diabetic retinopathy severity scorg), n= 6 béah
- hén il lone v6i tinh trang tai 1o thim kham: N=tons
56 méat nghién ciru,

Vio nam thit nhiat & nhém duoc didu tri ban ranibiznmab trong: Protocol
S, our i thién = 2 buée vé DRSS 13 dong phét & nhiing mat khong
DME Itic ban ¢hu (39.9%) va nhimg mit ¢6 DME 1dc ban dau (48:8%).
Mot phin tich dir iéw 2 nén tir Protocol 8 ¢4 cho thay 42.3%
& nhom ducc didu tri bang ranibizumab 48 cii thign >2 budc v& DRSS so

Vi 23,1% (n=46) mat & nhém dwoc diéu tri bang PRP, 3 nhdm duce ditu

ri biing ranibizumab. c3i thién > 2 budc vé DRSS so v ban dhu da duot .

quan s&t thiy & 58,5% (n=24) mt ¢6 DME lic ban A va37.8% (h=36)

mit khong c6 DME,
gy

h

clru niy; 48.4% trong s6 315 bénh nhidn vdi diém DRSS ¢6 thé phan Joai
duacthu ;
ting sinh (NPDR) hotie kém hon tai thoi diérm ban iy 08 cb
< 2 bude vé DRSS ¢ thang thit 12 khi duoc diby tri bing ranibizumab (n
= 192) s véi 14.6% bérih nhdn duoc dién tri bng laser (n = 123). Trong

405 bénh nhin voi DRSS c6 the phan loai duoe oo NPDR trung binh hosc |-

161 ho. quan sat thiv sir cii thign = 3 budc ve DRSS & 1an luot 1.4% v3

0.9% -bénh ghan dicu {ri bang ranibizimab hodc laser.

=80} mét

¢ nhém bénh nhin méc bénh ving mac do ¢4 thio dudomg khong |
1 cAi thidn -

441 60
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T hudmg dan sir dung dang duge phé duyit
(P1 Lucentis PF§ DE CH TPL Aug2016/UK SmPC Dec20]6/VN Apr2018)

T haéng dan sir dung 4 nghi dwge cfp nhit

Nehién citu D2303 (REVEAL) }
Nghién cfru D2303 (REVEAL) 12 mét thir nghiém pha IIb ngau nhién,
mit 861 trong 12 théng 44 duge tifn hinh & bénh nhén chiu A. Tuong

(Pl Lucentis 3.3mg/0,23mi vial EMA SmPC Ang2020 VL0i "

i hu nghién ctu chinh RESTORE 12 thing vé thibt ké thir nghiém | chués

vi idu chudn thu nhan/loai i, 390 bénh nhin bj suy gidm thi lrc do

phi hoang diém dwge chon ngéu phién & dugc fism ranibizamab 0,5 | den-

mg dudi dang don trj liéu va quang d0ng laser gid (n = 133), tiém
ranibizumab 0,5 mg va quang déng laser (n = 129) holic gia fiém vi
quang dong laser (n = 128). Thay &81 trung binh vé thi ke vao thing
thit 12 so v6i ban d&u 13 +6,6 chir & nhom ding ranibizumab don tri
ligy, +6,4 chit & nhom dimg ranibizumab ¢dng ¥oi laser v +1,8 chir &
phém ding laser. Nhin chung, két qua v& hidu qué va tinh an toan cia
nghién ctru REVEAL & nhiing bénh nhén chéu A bi phi hodng didm
do d4i thio dubng (DME) phit hop véi két qua cpa nghitn cu
RESTORE & bénh nhén ngudi da trdng b phit hoang diém do déi théo
dudng. ’

Didu tri suy gidm thi lyc do phit hoang didm thi phit sau thc tinh
mach vdng mac (RVO)

Nghién cin FVF4165g (BRAVO) v nghién cim F VE4166g
(CRUISE} .

Tinh an tofn vi hiéu qua 1m sing ca Lucentis & nhing bénh nhan bi
suy giam thi Iyc do phi boang diém thir phat do the tinh mach véng
mac da duge dénh gif trong chc nghién ot nghu nhign, md ddi, kidm
chimg BRAVO v CRUISE véi dof twong tuyen chon 13 t3c tivh mach
phénh vong mac BRVO (n = 397) va tic finh mach trung tAm vong
mac CRVO (n =392) tuong img. Trong ¢4 hai nghién ciu, b trong
nhén duge hoje 0,3 mg holic 0,5 mg ranibizumab tiém trong djch kinh
hodc gia tiém**. Sau 6 thang, bénh nhén nhém ching dimg gid tim
duge chuyén qua ding ranibizumab 0,5 mg. Trong BRAVO, laser
quang dong dui dang didu tri giai clru duge phép sir dung trong tat ca
¢4c nhdm tir thang thi 3.

Két qua chish tir BRAVO vi CRUISE dugc tém tit trong Bang 8 va
9,viHinh4 vas.

Bang 8 K&t qua vio théng thir6 va théng thi 12
{BRAVO)

mach ving mac (RVO)
l TA T I frid-f-4 £

Tinh an todn va hite qui 14m sing cda Lucentis & nhimg bénh nhén bi suy

' giam th lue do phit hodng diém thir phat do tho finh mach ving mac da
duge d4nh gid trong céc nghién efu nghu nhidn, mi d6i, kidm ching
BRAVO va CRUISE véi i tugng tuyén chon 12 the tinh mach nhénh
yong mac BRVO (n =397) va tic finh mach trung tm véng mac CRVO
(n =392) twong tmg, Trong ca hai nghién ciru, 46 trgng nhin dugc hele
0,3 mg hodc 0,5 mg ranibizumab tibw-trong-dich-lénh-hojic gid Hem*E,
Sau 6 thang, bénh nhan nhém chimg dimg gid tiém duge chuyén qua dimg
ranibizamab 0,5 mg. « BRAVOlaser quong-$ong dudi-dang diéutd

S23 I3 = 2 £
= E) =

K&t qué ehinbrquan trong tir BRAVO va CRUISE duge tom tittrong Bang:
8-va-9; va Hinh 4-¥3-5 va 65,
Bing 8 K6t qud vho-r thing thi 6 va thing thir 12
(BRAVO)

CRUISE J

0.

[ BRAYO

Pidu trj suy gidm thi lyc do phi hodng didm thit phét sau tic.tTah |

. 45760
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Tir huémg dan siv dung dang dwec phé duyét T hudng din sir dung de nghij duge cip nbit
(Pl Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec2016/FN Apr2013) Pl Lucentis 2.3mg/0.23ml vial EMA SmPC"AthGZ{} VJ..?I)? .
Gia Lucentis felt] Liucentis. |-
titm/Lucen | 0x5 mg | fiém/Lu | $5mg
tis 05 mg | (n=131) | &entis | (n=131)
Gid tiém/Lucentls | Lucentis 0.8 {n=132) : B.5 g
0.5 mg mg (02132
®=132) @=131)
Thay doi trung binh vé thi | +7.3 +18,3 Thay dbi trung | +7,3(13.0) | +I8;3 0.8 14.3
Iye 50 vdi mite ban dau vio binh vé thi lye so (13,2) {162 {13.2)
théng thir 6° (chif) (tiéu chi véi mdc ban dhu |
dénh gid chinh) vio thang thi 6
Thay d0f trung binh vé thj | +12,1 +18,3 {chit)__(d6 léch
lye 50 v6i mirc ban du vio chuin, SD) (tiéu
thing thiy 12 (chit) chi danh gid
T 16 banh nhén ting > 15 | 28,8 % 61,1 % chinh)
chir v& thi luc chinh kinh t5t Thay d6i trung | 12,1 +18,3 73 13.9
nhét (BCVA) so véi mirc biqh ve thj lye so {14.4) (14.6) 159 14,2
ban déu vio théng thi 6° v6i méc ban dau
Ty e bénh nhinting> 15 | 43,9 % 60,3 % vio thang tht 12
chit v& thi Iy chinh kinh t6t ‘ (chit) (80 lé&ch
nbét (BCVA) so véi miic | chuan, SD) _
ban diu vio thing thiy 12 Ty 1& bénh nhén | 28,83 61,1% | 165 477
Ty 1& bénh nhan duge didu | 614 % 344 % ting > 15 chir ve
tri laser giai ctru trong 12 thi lye chinh kinh
thing t6t nhit (BCVA)
b 5<0,0001 s0 véi mirc ban
diu vio thang thir
6 (%)
T¢ 1& bénh nhin 439 % 60,3 % 331 50,8
ting 2 15 chir vé
thi lye chinh kinh
16t nhit (BCVA)
so véi mirc ban
dau véo théng thi
120%)
TV 18 bénh nhén 61.4% 34,4 % Khong Khong
(%) duoc didu tr ap dung | ap dung
laser giai cfu O/
trong 12 théng '
k20,0001 cho ci 2 nghign ey &

46160

_ s,
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Té hudng dan sir dyng dang duge phe duyét
(P} Lucentis PES DE_CH_IPL 4ug2016/UK SmPC Dec2016/VN Apr2018)

Tér hudng dan sir dung d¢ nghi dwot cip nhjt

(PI Lucentis 2.3mg/0.23ml yial EMA SmPC Aug2020 P

Hinh 4 Thay d6i trung binh vé thi lye chinh kinh 6t nhit
(BCVA) tir mikc ban du theo thd gian den thing thir 6 va thing
thit 12 (BRAVO)

+183
%’" . .
£ w L
E . L Y : a v
Ew . " P *
5w N
gu <t Lo ema
% w b ‘
£
3°* .
£ s .
»
[
%2 o
g N gk il 88 ey l Nk g rhion i g b o Renibmonaly
-} R B R

0!234$67.3$W1312

Thing
Gif vt ramaty 0.5 ovg =332

HRdibald Ll anitiumsn0Smotts)

SE= sai s chufin cia trung binh
Bang 9 Két qua dat dwpe vio thing it 6 va thang thir 12
{CRUISE)

Gia tiém/Lucentis | Lucentis 0,5
0,5 mg my
n=130) {n=130)
Thay d0i trung binh vé thi | +0,8 14,9
Twe so véi mirc ban diu vao '
théng thit 6° (chit)
Thay a0 trung binh véthj | +7.3 +13,9
lige so v6i mire ban dau vio
théng thit 12 (chir) .
Ty 1% bénh nhén ting > 15 16,9 % 47,71 %
chit v& thi e chinh kiuh tét
nhft (BCVA) 50 v6i miic
ban dAu vdo thang thiy 6
T¥ 16 bénh nhén tang > 15 [ 33,1% 50,8 %
chir v& thi luc chinh kinh 5t

Hinh 34

Ty 841 trung, ik 0 15 MK 50 ¥t i R /- 56 G101 Fck
3

Thay 41 trung binh v& thi hye chinh kink ot
phit (BCVA) £ir mike ban gAu theo thi gian dén thing thir 6

v théng thik 12 (BRAVO)

4183
-

®
- - "’a'!

L - L] - »

* L L] - - » LI )
* e o v . - .
B
. A
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v - AT 3 -
. - i
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B

Nedmaayy T g g-bal
oe fiemiRanbizueab 0, e (=133}
E@B@W&mﬂﬂﬂﬁl

BL=Mtrc ban diu: SE= sai s6 chudn eba-trungbinh
0 Ab o pin Aot Hveen e dhfian thiy 6

) (CRUISE)
ST e | oy
0;5-mg mg
| =130 @=130)
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T hudng din sir dung dang dwge phe duyét

Tt hudng dan sic dung ¢ nghj duge edp nhét
Pl Lucentis 2.3mp/0.23ml vigl EMA SmPC Aug2020 Yi.0t

‘P] Tucentis PFS DE CH IPL Aug2016/UK SmEPC Dec20162VN Apr20i8)
nhit (BCVA) so véi mic '
ban diu vio thing thit {2

b 5<0,0001

Hih 5 Thay ai trung binh vé thj lyc chinh kinh tb¢ nhit
(BCVA) tir mite ban diu theo thdi gian dén thang thir 6 v3 thing
thir 12 (CRUISE)

» Cumiians | MghESiage

18 +HI

B

ha
Y

o+ 58 (i 8]
L] o ° W

=

[

1 1 + 1 1 ' | ) % 13
4 5 &€ 7 B % 10 % 12
Theae
swx 155 Fien Razibivenab (S my G130
s Handhizaa 0 5 mp el 50)

Ehay 43 tng bink: thi hyw g0 v
1]

g 1

it
15048
Whba it i)

SE = sai s& chuin ciia trung binh
Trong ca hai nghién ciru, cii thign thi lye & kdm véi gifan Hén fe
phit hoang difm duge do biing dp day vong mac trung tim.

Pi nhén thév sur cai thién thi luc véi tri ligu ranibizumab tai thoi digm

3‘:’-’_1—)4; 4 56;% %

-] P“)S‘R;‘H . .
Hinh 86 Thay @5i trung binh v& thi lye chinh kinh t5t nhét (BCVA)
ti mirc ban dAu theo thoi gian d4én thing thit 6 vA thing

thir 12 (CRUISE)

2 » Gis tlem Sibehimg | N;ghcggﬂ&ulﬂmel",
& 18 +14,9
4 16
8 v
i‘ 14 7
75 12 3
E 1¢
; -7
g, 3
% s
E’ a
P-4
L 1
g 1

i

' [ T | A [ 1 i )
¢ 1 @ 3 4 §F &£ 7T 83 5 0 012

Thing
o5 il s-88 Gid i MR enibizomeb Oas3 g (2130}
] o0t Prsibimmekl,Smplael 30

BL = miic ban diu, SE = sai sb chuin she-trung-bink

Trong ¢4 hai nghién ctru, cai thién thj lve di kém véi giam lién tuc phit |

hoang diém duge do bing d0 diy véng mac truog tAm. -

3 bénh nhan véi CRVO (CRUISE va nghién ciu mé rong HORIZON):
Bénh phin duoe didu tri bin §
11 bine ranibizumab khong dat duoc mire ting thi luc tugng duong vio

thang 24 (~6 chif) so voi bénh nhin duge didu tri bang ranibizumiab tr khi :

bit dau nehisn ciry) (~12 chit).
Quan sAt thiv ci thién cé ¥ nghia théng k& duoc blo cio trén bénh nhin
& trén cée thane diém phu lién.quan dén chirc niing nhin gén va xa doge
23U 17} bine ranibizimab so véi nhom chimg duoc dénh gid bine NEI

VFQ-25,

i3 tidm trone: 6 thang d3u sau d6 duec digd

T i
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T hwéng déan sir dung Gang duge phé duyét
(P! Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2013}

T huwong dan sir dung de nghj duec cip nhit

6 v2 12 thang cing véi bao céo lgi ich ghi nthan béi bénh nhin duge
dénh gi4 bing B cau hdi Chirc néing Thi gide ciia Vign Mét Quic
gia (VFQ-25), lin quan dén hoat ddng xa va gin, mat tiéu chf phy vé
higu qua dugc xdce dinh tir trudc. Sy khdc bift gitta Lucentis 0,5 mg
va nhém chimg dugc ddnh gia & thang thy 6 voi gid trip tir 0,02 dén
0,0002.

Nghién cieu E2401 (CRYSTAL) va nghién cire E2402
(BRIGHTER)

Tinh 2n todn va hiéu qua lam sang dai han (24 thdng) cia Lucentis &
nhitng bénh nhan bj suy gidm thi lyc do phi hodng diém thi phat do
the tinh mach véng mac (RVO) 43 dugc dénh gid trong céc nghién
ofru BRIGHTER va CRYSTAL, tuyén chon cic dbi tugng bi the tinh
mach vBng mac nhdnh (BRVO) (n=455) v the tinh mach vong mac
trung tm (CRVO) (n=357) twong img. Trong ¢ hai nghién ¢, cac
61 trgmg duge ding ché 46 dibu trj khi cn thiét (pro re nata, PRN)
bing ranibizumab 0,5 mg, duoc kidm sodt boi tiéu chudn 6n dinh trén
timg bénh nhan, BRIGHTER 14 mét nghién ciru & 3 nbém, ngau
nhién, 48 chimg v6i hoat chét, so sinh ranibizumab 0,5 mg dirge
diing duéi dang don trj figu hode k&t hop v6i quang d6ng laser bo trg,
v6i quang dong laser don dde. Sau 6 théng, c4c déi tugng trong nhém
dimg don tr liéu bing laser c6 thé nhin duge ranibizumab 0,5 mg.
CRYSTAL 13 nghién ciru & 1 nhém ding don tri liéu bing
ranibizumab 0,5 mg, Cac bién phdp dénh gi4 két qué chinh fir nghign
¢fro BRIGHTER va CRYSTAL dugce trinh bay trong Bang 10 va
Hinh 6 va 7.

'BRIGHTER (BRVO) vd CRYSTAL (CRVO 5
bi-tae 26 7 doab-fBR = fe-Enh-machydng

(PI_Lucentis f..?rggfﬂ.ﬂmf vigl_EMd SmPC Aug2020 VIO) -
D5 nhan thiouroi thisn-thilre v ir-liau renibis

gl e H G BB

A

Aofiildv-aierr -t td0 SE4L .'~_-_-~',-.. B2 402 (BRIGEEER
Tinh an toin va hiéu qua [am sing dai han (24 théng) cia Lucentis &
nhitng bésh nhn bj suy gidm thi fuc do phi: hoang diém thir phét do fac
tinh mach vdng mac (RVO) & dugc dénh gid trong céc ngh‘ién ciiu

52,

mac-rune-thm-(CRVOMn=35Dtweng-ag, Trong ca hai nghién af, céc
dé; tugng duge ding ché 46 diu tr khi cin thiét (pro re nara, PRN) biing
ranibizumab 0,5 mg, duge kiém sodt boi tiéu chuin dn dinh bénh duge cd
nhan héa-téa_cho timg bénh nhin. BRIGHTER 12 mft aghién ciu &3
nhém, ngiu nhién, ¢5i chimg v&i hoat chét, so sénh ranibizumab 0,5 mg
duge ding dudi dang don tri lidu hode két hop véi %ua_ng d6ng laser bg
trg, v6i quang ddng laser don dGe. Sau 6 théng, cac doi tuong trong nhdm
ding dentriHéudicu trf bing laser 6 the nhan duge ranipi’mmab 0,5 mg.
CRYSTAL la nghién cfre & 1 nhém dimg don i 1iéu bang ranibizemab
0,5 mg.

Chc bibn-phép-dish—pgid—két qua chish—quan trong t nghién cdu
BRIGHTER va CRYSTAL duge trinh bdy trong Bing $0-0xd-Hish-6-vé

Bang 10 Két qua vao thing thir 6 (BRIGHTER) va thing * .
thir 24 (BRIGHTER vA CRYSTAL) Bing 309 Két qua vdo thing thi 6 (BRIGHTER) va thing thir 24
BRIGHTER CRYST (BRIGHTER vi CRYSTAL)
AL ERIGHTER CRYST
Lucentis | Lueenti | Laser* | Lucentis AL
0,5 mg s 8,5mg Tucentis | Lucentis | Laser* | Lucentis
0,5mg | N=9%0 {N=356) 0,5 mg 6,5 mg 0,5mg
N==180 + Laser +laser | N=90 | EN=356)
N=178 N=180 N=178 |

Thay ¢4 trung +14,8 +14,8 | 46,0 +12,0

Thay d6i trung| +14,8 +14,8 +6,0 +12,0

binh v& thi lie 10,7 (11,13) | (1427) | (13,95 bink vé thi lwe| (10,7 | (1L,13) | (1427) | (13,95)

chinh kinh t6t chinh kinh tét nhét Cﬂ '

nhét (BCVA) vio (BCVA) vdo thing .

théng this 6° (chir) thir 6% (chi®) (6 y
(d6 18ch chuén, 1&ch chudn, SD) .

e A TR S T

- 48760




LY DUCHE U4N S0 UNDE UARE g pne guyer ‘1o hueong din sir dung G nghi duge ¢ip nhit

601

* Khéri ddu dilu trf & thing thét 6 bang ranibizumab 0 5 mg duge cho
phép (24 bgnh nhfn duge diéu tri chi bing laser).

bp < 0,0001 d6i véi ca hai so sénh trong nghidn cfru BRIGHTER vio
thang thit 6: Lucentis 0,5 mg so vdi Laser va Lucentis 0,5 mg + Laser
so voi Laser.

p <0,0001 ddi voi gid thuyet khing (null hypothesis) trong ngh;en
cin CRYS'I‘AL ring thay d6i trung binh vao théng thir 24 5o v6i mic

Pl Lucentis PFS DE CIf IPL Aug20i 6/UK SmPC Dec2016/VN Apr2018) (PI Lucerntis 2.3me/0.23mi viel EMA SmPC Aug2020 VI.0)
[35)) Thay doi trung| +155 +173 +11,6 +12,1
: binh v& thi luc| (1391) | (12:61) | (1609) | (18,60)
chinh kinh tét ohit )
(BCVA) vao théng
thiy 24% (chir) (d6
Thay do: trung +15,8 +17.3 +11,6 +12,1 léch chudn, $D)
binh v& thi e (13,91) | (1261} |(16,09) |(18,60) To—Je-bénh—nhin | 52,8% | 59,66% | 433% | 492%
chinh kinh t6t dat—dwoeTing >
nhét (BCVA) vio 15cht  thi luc
thing tixy 24° chinh kinh tét nhét
(chtt) (4 Jech (BCVA) vao thing
chuén, SD) thir 24 _
Ty le bénh nhdn | 52,8% 59,6% | 433% [ 492% S0 Bn—mii tigm 11,4 11,3 A .
dat duge = 15 chif trung binh (38 tech | (5,81} (6,02) | Khdéng | (6,39)
thi lyc chinh kinh chudn, SD) (Théng | ' ap dung
tot nhit (BCVA) 4
véo thing thir 24
$614n tidm trung | 11,4 11,3 NA {131
binh (d5 1&ch (5.81) (6,02) | (Khéng | (6,39)
chuén, SD) 4p dung
| (Théng 0-23)

ban d4u Ji khong.
Hinh 6 BRIGHTER: Thay déi trimg binh vé thi lye chinh
Kkinh t6t nhét (BCVA) so v6i mire ban 8 san 24 thang
A
.
s 50 /60
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To hwéng din sir dgng dang dwye phé duyét

T& huong dan sir dung d¢ nghj dwge cip nhit

(PI Lucentis PFS_DE CH IPL Aug20I6/UK SmPC Dec2016/VN Apr2018) (PI Lucentis- 2.3mg/0.23ml vial EMA SmPCAug2020 VI0i
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Hink7 CRYSTAL: Thay déi trung binh v& thi lirc chinh kinh

t5t nhét (BCVA) so véi mic ban du sau 24 théng

e BRI HUMEN 0 SiWZ {N4356)

& &
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1 £in ke oh] tidy ETLRS}

Tany &t srung Yinh
Toany s saw) e third &1
n g

8

Trong nghién cire BRIGHTER, ranibizumab 0,5 mg vdi ligu phép
laser b irg di chimg minh hiéu qua khéng kém hon so v6i don tri

tiéu bing ranibizumab tir Kic ban dhu dén thang thir 24 nhu duge

dfinh gid bii thay d6i trang binh v& thi lyc chinh kinh t6t
(BCVA). Khong c6 sy khéc biés gifta hai nhém vé s6 14n tiém
ranibizumab dugc dimg trong gial doan ndy.

Trong ca hai nghién ciny, gidm nhanh chong vi cb ¥ nghia so véi mic

ban dau v& a6 diy vong mac trung tAm da duog guan sit thiy vio

thing thi nhdt, Téc dung ndy duge duy tri cho dén thing thir 24.
Téc dung ¢6 loi cila viée digu tri bang ranibizumab 13 tvong tu,

bit ké

Khi 06 thiéu méu cuc b vong mac. Trong nghién ciru BRIGHTER,
chg banh nhan bj thiéu méu cuc by véng mac (N = 87) hofic khong 6
thiéu mAu cyc bd ving mao (N = 35) va dugo dimg don trj lign bang

-giri

38 ‘

3% BT DS g {4356}
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Trong nghién ciru BRIGHTER, ranibizumab 0,5 mg véi liéu phép laser

b5 trg @ chimg mink higu qua khong kém hon so véi don tj ligu bing’
5%, 2.8

ranibiznmab tir

Yac ban déu dén
1.4!. ek minly . "

théng thir 24 (Khodng fin ciy 9

o & & S-EtH 4
= L

X

Trong ca hai nghién ciru, gidm nhaoh chéng va o6 § nghia,  théng k& so voi
ke ban diu vé 46 day vong mec trung tim dd duge quan sat thiy vio
théng thir nhét. Téc dung nay duge duy tri cho dén théng thir 24.

Téc dyng eétoi-cla vise didu tri bing ranibizumab 13 trong bht k& khi
cb thidy médu cuc b véng mac, Trong nghién cim BRIGHTER, cdc bénh

nhén bi thidu méu cuc bd ¥éag-mee-(N = $746) hofic khbng ¢6 thifu mdu’
cuc b vBngmee{N =35133) vi duge ding don ri lidu bing ranibizumab

£

U,
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Té hiéng din sir dung dang drge phé duyét
(PI Lucentis PFS_DE CH IPL Aug2016/UK SmFC Dec2016/VN Apr2018)

Tt bwéng dan sir dyng dé nghi duge cip nhit
(PI Lucentis 2.3mg/0.23ml vial EMA SmPC Aug2020 VI1.0) -

ranibizumab ¢4 ¢6 sy thay di trang binh so véi mitc ban du theo
thit by 12 -H15,4 chif va +12,9 chit vio théng thir 24. Trong nghién el
CRYSTAL, cic bénh nhin bj thifu maw cuc bd vong mac (N = 107)
hodc khéng co thids méu cyc bd ving mac (N = 108}, duge dimg don
trj ligu biing ranibizumab &4 c6 sy thay €oi trung binh so véi mic ban
dAu theo thir tir 1A +11,1 chir vA +12,9 chif.

Téc dung ¢6 191 v& mit cai thién thi luc 44 dugc quan sat thiy & tit ca
céc bénh nhan duge dimg don trj ligu bing ranibizumab 0,5 mg bt ké
thoi gian méc bénh cla ho trong ¢4 hai nghién ciru BRIGHTER vi
CRYSTAL, O nhitng bénh nhdn ¢6 thii gian tnfic bénh <3 théng, 48
quan sét thiy sir tang thi lyc theo thir tur 13 13,3 chit va 10,0 chit véo
théng thr nhdt; 17,7 chik v 13,2 chif vo théng thi 24 trong nghién
ol BRIGHTER vi CRYSTAL. Nén xem xét viéc bat dau didu tr tai
thst didm chén dodn.

Dit ligu v& d6 an toan dai han cia ranibizumab d8 dwoc quan sét trong
céc nghién ofru 24 théng ndy ddng nhit véi bd so v& d an todn cla
Lucentis d3 dugc biét,

Pidu trj suy gidm thj lye do tin mach hiic mye (CNV)

Nghién citu G2301 (MINERVA)

D an toan va hidu qua 14m sing clia Lucentis & bénh nhén suy giam

thi Iyc do tin mach hie mac (CNV) tinf phét do cic bénh nguyén

khic ngoai thodi héa hodng diém liéo quan dén tudi gid ¢6 tn mach

(nAMD) v& c4n thi bénh Iy (PM) 8 duoc @énh gid dyatrén ditlifu

12 théng cia mbt nghién ciru then chot nghn nhién, mi 461, gid tidém

61 chirng 2301 (MINERVA). Do nhidu bénh nguyén ban diu lign

quan, 5 phén nhém (vén dang mach méu, béoh hiic vong mac sau

viém, bénh hic vong mac fring t4m thanh dich, bénh hic vEng mac

ty phét va bénh nguyén khéc) di duge xéc dixh trwde 48 phan tich,

Trong nghién citu nay, 178 béuh nhin dige chon nghu nhién theo t¥

18 2:1 vao mét trong cdc phom sau:

e ranibizumab 0,5 meg Hic ban dAu, tiép theo 13 phéc b lidu dimg
theo timg bénh nhén, dya trén hoat dng cla bénh.

o giatiém lfic ban dAu, tiép theo 13 phéc 45 didu tr theo timg bénh
phén, dua trén hoat ddng cia bénh.

Bt diu & thing thir 2, tit ci cdc bénh nhan duge diéu tri nhin mé

bing ranibizumab khi cén thiét.

“Ti2u chf chinh dige d4nh gia b thay dai vé thi lyc chinh kink tbt

nhit (BCVA) tir liic ban diu dén thang thir 2.

K&t qua chinh ti¥ nghién ey MINERVA dugo tom tét trong Bang 11

44 cb su thay 461 trung binh so v&i mfrc ban d4u ‘thaguthi-tirlan Tuot 14
+15,34 chit vA +12815.6 chi vio thing thit 24. Trong nghifn i
CRYSTAL, céc bénh nhan bi thifu mau cyc bp ¥8agraae-(N ~ 10753)
holic khbng o6 thiéu méu cyc b yéag-mae-(N =189500), duge ding don
1rj lidu biing ranibizumab d4 ¢6 sy thay 61 trung binki 86 véi mirc ban dau
theo-thirsyldn luot 13 +11,1 chit va +12,9 chit.
Thc dung e6-bei-vé mit cai thién i lwe.d& dugc quan sét thiy & tht ca céc
bénh nhin dugc ding don tf lidu bing ranibizamab 0,5 mg bét ké thdi
g’anmﬁc bérth ciia ho trong ca hai nghién ot BRIGHTER va CRYSTAL.
nhitmg bénh nhén ¢ théi gian méc bénh < 3 thing, 44 quan s&t thiy sit
ting thi e thee-thirtulin frot13 13,3 chif va 10,0 chit vio thing thir nhét
17,7 chit vi 13,2 chif vao théng thir 24 tropg nghién ciru BRIGHTER va
CRYSTAL. Thi luc twong g dat duge & bénh nhén cb thoi gian mife

bénh > 12 thng 1n luot 13'8.6 va 8.4 chii, Nén xem xét viée bat diu didu

tri tai thori diém chén doén. _
Dir lidu v& 36 an toin di han ciia ranibizumab 42 dugc quan sét trong céc
nghién cira 24 thing ndy dong nhét v&i hd so vE 45 an todn cia Lucentis
di dwoc bidt.

s
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Té hwdmg din sir deng dang duge phé duyét
(PI Lucentis PES_DE CH _IPL AugdDI6/UK SmPC Dec2016/VN Apr2018)

TY hfi(’mg dan P dun’ﬁsﬂe nghi dwge cip nhit

vd 12 vaHinh 8.
Bing 11

Két qua & thing thir 2 (MINERVA)

Ranibizuma
b 0,5 myg
(n=119}

Gia tiem
(n=59)

Thay 51 trung binh ve thi lye
chinh kinh tét nhit (BCVA) tir
Itic ban d4u dén thang thir 2
(chif) (Trung binh binh
phuong_t_o_thleu) ?

+9,3

-0,4

Ty 12 bénh nhén dat duqc >
16 chif so véi lie ban diu
holjic dat duge 84 chit & thang
thir 2

42.4%

14,0%

Ty 18 bénh nhin khong mét >
10 chit so v6i lfic ban & &
thang thir 2

99,2%

91,2%

Gidm 45 diy vdng mac frung
tAm dudi thi trudng (CSFT) tir
liic ban dAu dén thing thir 2
(Trung binh binh phuong téi

thiéu) ®

T7 um

-9.8 pm

CSFT = da day vong mac trung tam dudi thi truéng
* < 0,001 sosdnh mdt phia véi gia tiém dbi chimg

(P! L ucemzs 2 ang/ﬂ 23ml vial EMA SmPC Agng}.ZO {78 0)

¢5mz | =)
=

e S R R S e
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T¥ huwdng din sir dung dang dwge phé duydt T& hwémg din sir dung a8 nghi dwgecip nhit

€l

(P8 Lucentis PFS DE CH IPL Aug206i6/UK SmPC Dec20]6/VN Apr2018) (Pl Lucentis 2_3m/o.23mr ;;mr EA{A SmPC Aug2020 - -VI.-B),"
Hinh 8 Thay d4i trung binh v# thi Ipe-chinh Kink t6t nhat e inhve-th bt
(BCVA) tir ltic ban diu theo thir gian dén thing thi 12

(MINERVA)
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Kbi so sdnh ranibizumab véi gia tiém d6i chiimg & théng thé 2, mot
higu qua didu trj 4dng nhit ca v& tdng thé va & céc phéin nhém bénh
nguyén ban dAu d3 duge quan sét thiy.

Bang 12 Hién qua Jiéu tri tong thé va hidu qua didu tri &
cic phén nhém bénh nguyén ban diu a6 véi bién s chinh &
thiing thir 2 (MINERVA) ‘

Tong thé va theo bfnh | Hifu qua dtéu tri | 86 bénh nhin

nguyén ban ddu #nhém gidtidm | (n) (didu tri+ %@W
(chi) gia tiém) Arpri

Téng thé 9.9 175% WQ;

Van dang orach mau 14,6 %7 #

Bénh hic ving mac sau 6,5 27 B

viém &2

Bénh hic vong mac trung | 5,0 23 -

tAm thanh dich 36

Bénh hic ving magc 11,4 62 )

phét :

Céc bénh nguyén hén 10,6 36

hop? M . "

b4 160
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1V BUUME UK S0 URDE Uang Guyc pue auygs
(Pl Lucentis PES DE_CH IPL Ang2016/UK SmPC Dec2016/VN Apr2Q18;

LU DTN Q4D SWFGUDE 0e NEN] GUYC-Cap ARt

*hao gdm bénh nguyén tin mach hic mac (CNV) mé khéng thude
céc phiin nhém khée
* g6 banh nhin véi cdo dix lidu 6 sin trong phfin tich
Sir cai thién thj luc 44 dugc di kém voi glam 46 day vﬁng mac trung
tam duéi thi trudmg trong thivi glan 12 thang.
86 14n tiém ranibizumab trung binh 43 dwgc thye hign ér it nghién
¢l trong 12 thang 13 5,8 & nhém rambtzumab so vdi 5,4 & nhitng
bénh nhén trong nhdm gia ti€m cung voi didu trj bing ranibizumab,
O nhém gié tigm, 7 frong sb 59 bénh nhén ¢4 khong duoe didu
bing ranibizumab & m#t nghién ciru trong thei gian 12 thang.
Mt xu hudng v& lyi fch do bénh nhén béo céo, nhir dugce do bing
diém s6 tdng hop theo NEI VFQ-25 (Béng cfu hoi vé chirc ning thi
gidc 25 myc cia Vién mit qubc gia My), d# dugo quan sét thiy tir lic
ban du dén thang thit 2 cho cde bénh nhén duge didu trj bing
ranibizumab so véi nhém gia tiém d6i chimg. Xu hwéng ndy duge
duy tri dén thang thir 12.
Bénh nhi
5 béoh nhén thiéu nién i 12-17 tudi bi suy giam thi luc thi phét do
t4n mach hic mac (CNV) dugc didu trj nhan mé biing ranibizumab
0,5 mg ltic ban dAu, tlep theo 12 phéc @b didu tri theo timg bénh nhan
dya trén bang ching v boat dgng clia bénh {vi du suy giam thj hre
(VAYdich & bén trong/duw6i vong mac, xult huyét hoic ri). Thay adi
vé thi hre chink kinh t6t nbét (BCVA) tir Itic ban dhu dén thipg thir
12 dwrge cai thién & tit ¢4 5 bénh nhén, trong khoang tir +5 dén+38
chit {trung binh 16,6 ¢hif). Sy cai thign thi hyc d8 dugc di kém véi
mdt sy én djnh hojio gidm 4 day vong mac trung tAm dudi thi trudmg
trong thés gian 12 théng. $§ 1&n tiém ranibizumeb trung binh 44 duge
thirc hién & mét nghién ciru trong 12 théng 13 3 (xem phin Lidu ding
Vi césh dung, Bénh nhi}.
Pidu tri suy giam thi lye do tin. mach hic mac thit phat sau cin
thi bénh 1y
Nehién cirm F2361 (RADIANCE)
Tinh an toan va higu qué cia Lucentis trén c4c bénh nhén suy giam
thi I do t4n mach hic mac trong cdn thi bénh ly da duge ddnh gid
dya trén s6 ligu 12 théng cia nghién ciu chit chét ¢6 d6i ching, mix
61, nglu nI*uén F2301 (RADMNCB) Nghién cim dge thibt ké ¢é
dénh gid hai ché @5 lidu cita ranibizumab 0,5 mg tiém trong dich kinh
so véi tri idu quang dong hoc bing verteporﬁn {vFDT).
277 bénh nhin duge phin ngiu nhién vio cdc nhénh tri liéu sau:

- Nhém I (ranibizumab 0,5mg, ding véi ché 36 litu didu chinh

(PI Lucenns 23mg{ Sml wal EMA SmPCAtrgZGZG VLg)

it
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T hudng din sir dung dang duye pheé duydt Ti hwéng din sir dung dé nghi duge cip nhit

GLl

(Pl Lucentis PFS. DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018) (P Lucentis 2.3me/0.23ml vial EMA SmPC Ang2020 VIO) -
theo titu chudn “on ginh" duge x4c dinh khi khong cé s Dl i PETI 5
thay d6i nio v& BCVA so v6i hai tin dénh gid dinh ki hing
thang trrée 44, ;

- Nhém II (ranibizumab 0,5 mg, dimg voi ché 46 lidu diéu
chinh theo tiéu chudn “hoat d0ng bénh ly™ duge xéc dinh khi
suy giam thi gide c6 thé quy cho rd 1i ho¥c chiy dich
trong/dudi véng mac do sang thwong tén mach hic mac cin
oft trén dénh gid biing OCT v¥/hofic FA

- Nhém 1II (thi hién vPDT, bgnh nhén c6 thé duge diéu tri
véi ranibizumab ké tir thang thit 3).

Sau 12 thang nghién cffu, c4c bénh nhén & nhém I dwge tiém trng

binh 4,6 1an (£ | d&én 11 1én), céc bénh nhan rhém I1 tiém 3,5 1in (t

1dén 12 13n). Trong nhém II (nhém bénh nhin nhin ché 46 didu trj

dya trén hogt dong bénk 1, xem phin LIEU DUNG VA CACH

DUNG), 50,9% bénh nhéin cén phai tiém 1 hogic 2 [An, 34,5% cin

phai tiém 3 dén 5 1n va 14,7% chn phéi fiém 6 dén 12 lin trong 12

théng nghién eiru. O nhém I1, 62,9% bénh nhén khéng cin phai tiém

trong 6 thang cudi ciia nghién ol

Kt qua quan trong thu durge tir thir nghiém RADIANCE dugc tong

hgp & Bang 13 v Hinh 9. ‘

Bing 13 Két qui & théng thi 3 vi thdng thi 12 (nghién

citu RADIANCE)

Nhém 1 Nhém H Nhém ITL
Ranibizn | Ranibizuma | vPDT*
mab b 0.5mg
0,5mg “Hoat djng
“n djnh | bénk H” {n=55)
thi lue” {n=116)
(n=185)

Thang 3

Trung binh thay dbi +10,5 +10,6 42,2
BCVA tir théng 1 dén
théng 3 so véi third
didm ban diuP (chit)

Ti 12 bénh nban ting

s T ST Y ST




To huing din st dung dang dwgc phé duyét Tér hudng dan sir dung 3¢ nghi duge cip nhit
'PI. Lucentis PFS_DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr20i8)

9Ll

> 10 chit, hodic dat = 84 | 61,9 % 65,5 % 273 %

chir trong BCVA

> 15 chil, hodc dat> 84 | 38,1 % 43,1 % 14,5 %

chif trong BCVA

Thing 12

S6 lan tiém tinh dén

thing thir 12: 4,6 35 khong ap

Trung binh 4,0 2,0 dung

Trung vi khéng 4p
dung

Trung binh thay d6i +12,8 +12,5 khong ép

BCVA tir théng 1 dén ' dung

thang 12 so vai thod

didm ban dAu * (chi¥)

Ti 1€ bénh nhén ting

= 10 chif, holic dat> 84 § 69,5% 69,0 % khong 4p

chit trong BCVA dung

> 15 chit, hojc dat> 84 | 53,3 % 51,7%

chit trong BCVA khéng dp
dyng

* So sanh d6i chimg tinh-dén thing thit 3. Bénh nhéa dugc phan ngau
nhién si dyng tri lidu vPDT duge phép ding ranibizumab tir thing
thir 3 (Trong nhém ITT, 38 bénh nhén ding ranibizumab tir thing thir
3 trd di)

b 1n<0,00001 so v&i d6i chimg vPDT

e
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Té hedng din sir dung dang duge phé duyét
(Pl lucentis PFS DE CH IPL Aug2016/UK SmPC Dec2016/VN Apr2018}

T hubng dan sic dyng dé nghj dwge cip nhit

Hinh 9 Thay dbi trung binh so v6i gia tri BCVA ban ddu theo
thori gian cho t&i thing thir 12 (thir nghi¢m RADIA_I‘{CE)
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SE = sai s chufin ciia gid tri trung binh

Bénh nhan duge phan ngfu nhién vio nhém vPDT cd thé duge dimg
ranibizumab tir thang thit 3 tné &

Cai thién thi giac c6 kém theo viéc giam 3¢ diy ciia vOng mac trung
tam.

Céc loi {ch didu tri cha nhém ding ranibizumab so v6i nhém i lidu
vPDT theo béo cdo eta bénh nhin (p<0,05) dwge ghi nhin dya trén
c4i thign chi s hdn hgp vi mit sb thang phu (thi trudng, cde hoat
d6ng ghn, sirc khoe tim thin va mirc &6 phy thade) clia bo clu hoi
VFQ-25.

(P Lugentis_2.3me/0.23ml_vigl EMA SmPC Auz2020 Vi
Y e

1 L ot RETTA T
$ Y Frke?

&
Q
S
H
E
3
§ ]
F =N
S '\""75.-«..,1/
Y S .
S 6 thi Aimg rnibizumat
B e SRS B IS RN S e s S S S S U S M S MR B S S B
£y 4 2 3 4 5 6 T 8 § 1 N 1z
Roasibizuenas @, aben
e Dmmmotmmiel Lo, S0l
aivim 3 it il Ranibizamizh 051 e 18 £ S
Al mm-mum hing drirk mauam%w“ e £r Séng

DU LIEU AN TOAN PHI LAM SANG

Tiém ranibizurmab trong dich kinh ca 2 bén mét cho khi cynomolgus
véi oo lidu tir 0,25 mg/1 mét dén 2,0 mg/1 mét, 1 TAn mdi 2 tuln cho
dén 26 tuin 45 din 4én céc tic dyng trén mit phy thuge lidu,

DU LIEU AN TOAN PHI LAM SANG

Tiém ranibizumab trong dich kinh ca 2 bén mét cho khi cynomolgus véi
| chc lidu tir 0,25 mg/1 mét dén 2,0 mg/1 mét, 1 l4n m8i 2 rudn cho 4én 26
tulin 45 din dén cdc tie dung trén mat phy thude lidw. :

Cép nhat
theo EMA
SmPC
Aup2020

L
o

©. 58/60




8Ll

To huwdng dén sir dung dang duge phé duydt
(Pl Lucentis PFS DE CH IPL Aug2016/UK SmPC Dec20l16/VN Apr3018)

T& huéng din sir dyng d¢ nghj duge cip nhit
(Pl Lucentis 2.3me/0.23mi vial EMA4 SmPCAug2020 Vi.G)

Trong mét, c6 su tang phu thude liu v& @0 tidn phong va cac 1 bao
ciia tign phong & mirc cao ohit 2 ngay sau khi tiém. B8 niing clia ddp
{img viém thubmg gidm & céc 14n tiém sau hofictrong thdi gian hdi phuc.
& phin sau ciia m3t c6 sy tham nhifm t& bio dich kinh va hién tuong
rudi bay, c6 khuynh hiréng phu thube lidu va kéo dai dén cudi thoi gian
didu tri. Trong nghién céru 26 tuln, 8 ning cia viém dich kinh ting
1én theo s6 1an tiém. Tuy nhién 3 quan sét thiy déu hiéu dao ngugc
trong thér gian hdi phyc. Ban chét vi thdi gian viém phin sau mét goi
¥ mgt d4p \mg khéng thé qua trung gian mien dich, ma ¢ip tmg ndy cb
thé khéng bidu 16 trén 14m sang, Sy hinh thanh duc thity tinh thé duve
quan sét & mdt sb dong vat sau mot thdi glan vidm ning tuong 461 dad,
g0i ¥ nhitmg thay déi & thity tinh thé 13 thi phét sau qué trinh viém trdm
trong. Tang tam thoi 4p lyc ndi nhin sau 1i8m dugc quan sét thiy sau
khi tiém trong dich kinh, bét ké lidu ding,

Nhimg thay ddi & mét qua kinh hién vi ¢6 1ién quan dén viém va khong
cho thdy qua trinh thodi hba. Nhiing thay 61 viém dang u hat 82 duge
ghi nhin & da thi gisc trong mét sb trudng hop. Nhitng thay 6bi ndy &
phén sau cia mét gidm, va trong mét sb trudng hop mét di, trong thoi
gian ltséi phuc. Sau khi tiém trong dich kinh, khing phét hién dau hign
ndo vé nhiém dfc todn thin. Céc khing thé @6 véi ranibizumab trong
huyét tharih v dich kinh duoc tim thiy & mdt s6 trong nthém phu déng
vét dugc didu tr.

Chua ¢6 di lidu vé tinh gy ung thir va gdy d6t bibn,

G khi mang thai, viéc diéu trj bing ranibizumab tiém trong dich kinh
khong gay ra dfc tinh doi vdi sy phit trién ciia thai hojc gy quéi thai,
va khéng 6 4nh huwdng trén khoi luong hode ofu trie cha nhan thai,
miic di, dya trén tic dung duge 1f cita thube, ranibizumab duge xem
1a o6 kha néng gdy quéi thai va giy dfc ddi vdi phoi-thai.

Tuy nhién do han ché ciia liu si¥ dung ding tiém trong dich kinh, céc
lidu c6 thé thwe hién duge di ding trong nghién ctru ndy khong din
dén doc tinh 46 vé1 vt me ma chi 1a mot bi s6 tuong tmg véi lidu
hip thu toén thin & ngudi. Viée khéng cb téc dyng qua trung gian clia
ranibizumab trén sy phit trién ciia phdi-thai chi yéu lién quan mét cich
hop Iy dén viée méanh Fab khong ¢6 kha néng di qua nhau thai.

Trong mét, ¢ sy ting phy thude lidu vé d tién phong va cic té bao cia
ti&n phdng & mirc cao nhat 2 ngay sau khi tidm. P ning cua ddp tmg viém

thirdmg gidm & c4e 1in tiém san hojic trong théi gian héi phye. O phan san-
cia mét ¢6 sy tham nhifm té bao dich kinh v hién tugng rudi bay; c6-
Kkhuynh huéng phu thude liduva kéo dai dén cubithdi gian didu tr]. Trong:
ubn, 46 ning cha viém dich kinh ting Ién theo sé lAntiém,

nghiéa ctru 26 1
Tuy nhién, 3% quan s4t thiy du hiéu dio nguye trong thei gian hdi phuc;

Ban chit vi thiri gian viém phén sau mét goi y mét dip img khéng thé qua’

trung gian mién dich, ma d4p tng nay ¢6 thé khong bitu 15 trén 1am sing.

Sir hinh thanh dyc thiy tinh thé duge quan sit & mét s6 dong vt sau mot

thdf gian viém néng twong déi dai, goi ¥ nhitng thay 881 & thity tinh thd 13
thix phat sau qué trinh viém trAm trong. Ting tesm-thai-op Iwc ndi nhiin
hodng qua sau tiém dugc quan sit thay sau khi tiém frong dich Idnh,_'bét
ké ligu dimng. ‘ :

Nhiing thay d6i & mét qua kinh hién vi ¢6 lién quan dén viém va khéng -
cho thiy qué trinh thodi héa. Nhitng thay doi viém dang u hat & duge ghi-

nhéin & dTa thi gidc trong mt 6 trdmg hop. Nhiing thay 35i nay & phén
sau clia mit giam, va trong mot sb frudng hop mét di, trong thdi gian hoi
phue.

Sau khi tiém trong dich kinh, khéng phét hién dAu hidu nio vé nhidm doe
ton thén. Cac khéng thé 461 vl ranibizumab trong Iuyét thanh va dich
kinh duge tim thdy & mot sb trong nhom phu dng vit duge didu tri.
Chua o6 dfr ligu v& tinh géy ung thi ¥&-hoic gy dot bién.

O khi mang thai, vide diéu tri bing ranibizumab tiém trong dich kinh din

dén mirc phoi nhidm todn thin t&1 da tir gip 0.9-7 1n so véi trudme hop-

x4y rihit 14 phoi nhifm 14m sing, khéng gdy ra doc tinh doi véi sw phét
trién cita thai hojc gy quél thai, v Khéng c6 4nh hudng trén khoi lugng
hodc chn triic clia phau thai, mic dil, dya trén tic dung duye 1y cia thubc,

ranibizumab duge xer 12 c6 kha ning giy quéi thai va gy doc dbi véi

; qua frung gian ciia ranibizumab frén

¥-Viec khong c6 thc dung

syr phét trién ciia phoi-thai chit yéy lién quan mot cdch hop 1y &én vige

manh Fab khéng co khd nang di qua nhau thai.
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1 MUUDYE UAN S GUNE UENE GIYE PIE QuyEer ‘T'o' hrong din sir dung 0€ nghi duec cip nhit

(P} Lueentis PES DE CH IPL Aug2016/UK SmPC Dec)O! G/ VN Apr20i8) (Pl Lucentis 2.3mp/l). 23mlmmc Aug2020 V1.4)
Tuy nhwn, ™ot trudmg hop da dage md 14 13 ¢b ndng 46 ranibizumab | Tuy nhign, mét trudng hop d dirgcrhd 13 13 o6 ncmg &6 ranibizumab
trong huyét thanh cao & ddng vt me va o6 ranibizumab trong huyét | trong huyét thanh cao & dong vit me v& o6 ranibizumab trong huyét thanh
thanh ciia thai, cho thiy 13 khang thé khéng ranibizumab hogt ddng | cla thai, cho théy 12 Khang thé khéng ranibizumab hogt dong: nhu mét
nhu mét protein tai (chita vimg Fc) 451 v ranibizamab, do d6 lam protein ti (chira viing Fo) (‘101 vdi ranibizumab, do 46 Tam gidm d thanh -
gidm d6 thanh thai cha chﬁt ndy frong huyét tharh cia vit me va ldm | thai cﬁa chit nay trong huyét thanh cda vt me va 1am cho né 6 kha ning
cho né c6 kb nang truyén qua nhau thai. Céc nghién ciu v& sy phét | truyén qua nhau thai. Do Gcde nghién ciru v& sy phidt trién coa phoithai
trién ciia phéi-thai da dugc tién hinh trén cc dong vét tnang thai 4% dugc tidn himh trén cic dong vt mang thii khoe manh va bénh tit(vi | -
khde manh va béph tht (vi du d4i thio dirdmg) c6 thé [am thay dbi tinh | du dai théo dudmg) c6 thé 13m thay 4di tinh thim &ia rihau thai dbi véi
thim ciia nhau thai 341 v6i manh Fab (xem khuyén céo trong phin manh Fab, nén dien gidf nghien cu'u mét cAch thin ’trong —{*em——khayéﬂ
PHUNQ’COKHANANGMANGTHAI PHU NO ¢ THAL, CHO *="*" . 1A DA B-ai-0
CON BU VA KHA NANG SINH SAN). QMQHQ-GQNMMG«SNLS&N} : -
HAN DUNG HAN DUNG N1 dung
36 théng k& tir ngdy sin xuft, 36 thdng ké tir ngdy sin xuét. khong 451
DIEU KYEN BAO QUAN PIEU KIEN BAO QUAN Noi dung.
Béo quan trong ti lanh (2°C dén 8°C). Béo quin trong 1 lanh (2°C dén 3°C). khong dbi
Khong 1am dong lanh. Khing lim dong ditenk, Dich lai cho
Giit bom tiém déng sin thubc trong khay duge nigm kin trong hop | Gilr bom tidm d6ng sin thude trong khay duge niém kin trong hép carton [ st nghla
carton détrénhanhséng 48 trénh 4nh sing. .
Trude khi sit dung, 6 thé gift khay chua mé & nhigt 48 phong (25°C) | Truée khi sirdung, cf thé giit kbay chua mé & nhigt 48 phong (25°C) dén
dén 24 gidr. 24 gzo’
Khong ding Lucentis qud han sir dung duec ghi *EXP* trén bao bi. bng-dimet i
QUY CACH PONG GOI QUY CACH ﬂONG GO! N dung
M&i bom tidm déng sfn thubc chiia 1,65 mg ranibizumab trong 0,165 | M&i bom tiém déng s¥n thudc chira 1,65 mg ranibizumab trong 0,165 mlk khi‘mg Abi
mL dung dich. dung dich.
TIEU CHUAN CHAT LUQNG: TCCS TIEU CHUAN CHAT LUQNG: TCCS N6i dung

. khidng d6i
CO SO SAN z(UAT ] CO SO SAN XUAT Cap nhit co
Co s& sin xuat va dong gbi cip 1: P £ . £ £ so dﬁng Bl
Vetter Pharma-Fertigung GmbH & Co. KG gdt:(r s;; xuat ‘? fgnggé};ﬁ%ﬁ' KG thit cAp mdi x‘;;
Eisenbahnstrasse 2~4 88085 Lfmgenargcn, Bic Ee er Tharma-¥ertigung tm 0. theo cong _, )
Co & Q6ne 961 cAn 2 va xubt xudne 16: isenbahnstrasse 2-4 88(}85 Langenargen, Bt vin sb },

£ £01 cap x g Co st dong géi WWW@M
Novartis Pharma Stein AG N tis-PI S ACAlcon-Couvrenr NV IGSOSIQLD-
Schaffhauserstrasse, 4332 Stein, Thuy ST Riil 14, 2870 Pugrs, BiSehefhouserstrasse, 4332 Stein- Thuy-S7 DK ngay /
IXSWER oLz 14/04/2020.-

PHIEN BAN PHIEN BAN Cép nhit laf
PI_Lucentis PFS DE CH_IPL Aug2016/UK SmPC Dec2016/VN Pl Lucentis PFS_DE-CH-TRE—Aup20H6K—SmPCEMA  SmPC | cachi viét
Apr2018 Aug2020 V1.1-Dec20I6AN AnR018 fﬁh;éwbén

q.
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Thubc chdng s hinh thinh tdn mach
MO TA THANH PHAN
Dang bio ché

Déngadjch-tiém-.

Lucentis duge cung chp trongmdt bom tiém ddng sén thube.

Dung, dich nuée vd khudn, trong subt, khdng mau dén mau ving nhat va khong cb chét bao
quén.

Phin hoat chit

MBi mL chiiag 10 mg ranibizumab, M8i bom tiém déng sin thube chira 1,65 g fanibizumab
trong 0,165 mi dung_ dich,

Ranibizunab 13 m6t dogn khéng thé don dong gidng nhur & ngudi duge sin xuft iy € bio ciia
Escherichia coli bing k¥ thuat DNA tii t hop,

T4 duge (}‘f/’ |
Alpha; alpha-trehalose diliydrat, histidine hydrochlorid, monohydrat, histidine, polysorbate:

20, nude dé tigm.
CHI PINH

B ANIUS L e

Lucentis dugc chi dinh ¢é:
s didu trj thodi héa hoding didm lign quan dén tudi gia (AMD) ¢6 tan mach (thé u6t),
e didu tri suy gidm thi lyc do phil hodng diém do 41 tho dudmg (DME),

o didu trj suy gidm thi lyc do phit hodng didim thir phét sau the tinh mach véng mac (thc
tith mach vong mae nhinh hoje the-tinh mach vng mac trung tim).

e diu tri suy gidm thi luc do tAn mach hde mec (CNV) thit phét sau cdn thi bénh Iy (PM)
LIRU LUQGNG VA CACH DUNG

Lién lugng

Lucentis phai dugc béc sT chuyén khoa midt ¢6 da kinh nghiém sir dung ti€in trong dich kinh.

Lifu Lucentis duge. khuyén cdo 1 0,5 migtiém mét 1dn trong dich kinh. Lidu nay tuong
duong cho mot thé tich tiém 0,05 ml. Khong ¢ich gitia hai lidw tiém trong cling | mt khong
nén ngin hon 1 thang.
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Nhom bénh nhiin mnc tidu néi chung

Pidu. tri thodi hoa hoang ('hem liga, quan dén. tuol gid: the ot suy gidgm thi luc do phix

hoing. ﬁ;em do-dai thio dub’ng (DME) hodc do phs, hoang {hﬁm thit. phit sau tac Ainh:
mach. vong ‘mac (RVO), suy glam ‘thilye do tAn mach: hic mac (CNV) thu‘ phat sau cfin

ﬂn benh Iy (PM)

Viéc dleu i, dugc bat dau véi 1 mii t;em mbi thang cho dén khi dat du’g‘c th; Tyre t6i da'

va/ho#ic khong ¢6-dfu. higi hoat dong clia bénh,

Sau:dé, khoing cdch theo d6i va dleu tri hén duge béo st xac dinh'va. cin dua trén hiogt dong

¢lia bénh thng qua viée.dénh gid thi luc vahodc cAc théig s giai phau.

Viéc:theo dbi hoat ddng biénh ¢6 thé bao gom tham khdm 1am sang; kidm tra chirc ning hay
cho k¥ thudt hinh dnh (vi du chup cft Iép b két quang hoc hodc chup mach mdu huynh
quan_g_)

Néu bénh nhan dang duoe didu tri theo phdc dd didu trj va mo rbng (iweat-and-extend),

khioang céch didu trj ¢6 the duge md ring ting: burde cho-dén khi eb céc- dau hiéu hoat dong:

cua bénh hodc suy glém thi lye ti phit, Khoang céch d:eu tri nén durge Mo rong thém khéng
vugt qua hai tudn mét 13n ddi véi thosi hoéa hodng didm lign quan &én tudi gia, (AMD) thé uét

va tc finh mach trung tim vong mac, hofic thém 1 thang mot 14n dbi véi phil hodng: didmdo
dat thdo dudng (DME) v the tinh mach nhdanh ving mac (BRVO). Néu hoat déng ¢ta bésh
ti phat, nén riit nghn khoing cach-didu trf cho phily hc!p

Khi didy tri suy glam thi lye do tan mach hac mac'thiy phat sau can thi bénh 1y, nhleu bénh
nhan chi cn 1 d&n 2.mfii iém trong nlim diu tién, tmng khi mdt s6 bénh nhin cdn diéu trf
thirng xuyén hon {(xem phin CACNGHIEN CUU LAM SANG),

Lucentis va phmmg phép laser quang d6ng & bgnh nhén: phu hoang dlem do dai thio
dwirng (DME) va tic tinh mach nhanh ving mac (BRVO):

Lucentis d& duge st dung dong thot véi phucmg phap laser. quang dong trong mot sb thir
nghxgm 14m séng (xem phén CAC NGHIEN CUU LAM SANG) Khi ding tlong cling ngay;
Lucentis nén duge. ding it nhat 30 phat sau khi laser quang dong: Lucentis ¢4 thé duge ding
cho bénh nhén da diing phueng phap quang ddng bang laser trude dé.

Cdc.ihom bénh nhan dic bist
Suy gan

Liicentis chua duge nghién ciru & bénh nhin suy gan, Tuy nhien v 1ugng hip thu todn than
khéng danig. k&, khong 6 gidi han d‘ac bigt ndo duge kem 14 cAn thiét v&i nhom bénh nhén
nay.

Suy f-h‘_:?m

Khéng cin didu chinh lidu & bénh nhan suy thén (Xem phin DUGC LY LAM SANG/DUGC

BONG HOC).

Lucentis_PF&_Novartis_ [PL Mar2014/VN Jan2017
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Bénh nhi

Khng khiuyén cdo ding Licentis cho tr& em va thiéu nién do thiéu dit ligu v& dg an toan vA -
higu qué @ nhiing phin nhéim bénh nhnndy, R R -

quagnhimes _ 1dn nay | -
Bgnh nhén-cao tudi o _ E
Khng cin didu chinh lidu & ngudi cao tubi. Con Tian. ché kinh nghiém st dung cho nhitng e

bénh nhn suy gidm thi lge do-phi hodng didm gdy ra do déi thio:dudng trén 75 tubi.

Céch ding

Cilng nhu tit c& céc thubc diing duomg tiém, phai kidm tra k§ Lucentis bing mét vé tiéu phén
Vi su; C_Iéi_ mau trude khi st dung.

K§ thuét fism phai duoc thye hign trong-difu kign vo khuén_,-bao : gém viée st dung Qhﬁf khir
ki ban tay phiu thudt; giing v6 khufin, drap v0 khodn, banh mf mét vé khudn (hojc ding:
cy twong duong). v ¢6 sn dyng oy choe hit v6 khudn (néu cBn). Cin d4nh gid cAn thin tién
sir phan fing qui min ca bénh nhén trude khi thue hign thiy thyat tiém trong dich kinh (xem
phdn CHONG CHi DINH), Da quanh mit, mi mét va bd mit cia mét oin dugo khit khudn,
Nen gy t& diy dii va sir dung thudc diét khuéin ding tai chd phs rhng trude khi tiém.

V& cdich chudn b thube Lucentis, xem phiin HUONG DAN SU DUNG VA THAO TAC,

Kim tiém nén duge tiém cim §du 3,5 -4 mm phia sau ria vao trong Kkhoang dich kinh, trénh
kinh tuyén ngang va huéng_vé trung tm nhan chu. Sau.dé bom vao 0,05 ml, nén luin phién
vi trf tiém trén cling mac mit cho nhithg mii tidm tiép theo.

cHONG CHI PINH

Qud m3n cim véi hoat chét hofic véi bét it thanh phin ndo ciia th duge.
Bénh nhin dang c6 hogc nghi ngdr bi nhi&m tring mét hoge quanh rhét.
Bénh nhan dang;¢6 viém trong mat.

CANH BAO VA THAN TRONG

Doc ki hudig dén stk duny triede khi diing. Néw cdn thém thong tiit, xin i kién bic st.
Thade niy chi ding theo don.cita big si.

Céc phén tng }ién quan tiém. trong dich kinh

Tigm trong dich kinh; & ca tiém Lucentis, c6 lién quan dén viém ndi nhién, viém trong mit,
bong vEng mac do-vét réch, réch vOng mac, duc thiy tinh thé do chén thuong tong didu tri
(Xem phin BIEN €O BAT LOI CUA THUOQC). Phéi ludn ludn &p dung kY thudt tiem v
khuén ding khi' siv dung Lucentis, Ngoai ra, bénl nhn phai dugc theo doi subt tudn 18 sau
khi tiétn d4 didu tri som néu xéy ra nhidm khun. Cin hudng dfin bénh nhén bio céo ngay bt
cir triéu chimgndo nghi ngd viém ndi.nhén holic bt cirtinh trang ndo duge d& <fp & tén.

Téng Ap liye ndi nhén

Lucéntis_PFS_Novartis_ IPL Mar2014/VN Jan2017 332
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PF ghi nhin tang 4p lye ndi nhiin thoéng qua (IOP) trong vong 60 phui sau khi ti€m Lucentis

{Xem: phan BIEN CO BAT LOL CUA THUOC): Tang ap Iye nGinhin ledo dai ciing duge béo-
~c#o. Vi vy cd dp. fue ndi nhan va tinh trang tudd mau dau than kmh thl < phai du’qc theo dm'

va x0 tif thich ho’p

:Bmu'trr ﬁong thoi ¢4 hai mit;

Céi dir 1iéu ¢dn han ché trong viée st dung Lucentis dbng thai tren ¢4 2 mit (bao gdm. vitc.

dung trong cling 1 ngay) Kkhong cho thdy nguy co thng tac bién cb bét lgi todn than so v6i khi
didu. ui trén‘'mot it '

Mién djch
Lucentis-c6 kha niing sinh min dich. Do ¢6 tiém nang vé ting phoi rihiém todn than & nhung
bénh nhan bi phit hoang diém do dai thao dudng, khéng thé Toai trr nguy co phit trién qua

mian & nhﬁng bérih nhén nay. Cung cin hudmg din bénh nhan bdo cho néu cé ting 4 ndng.
cha viém ndi nhiin, cd thé 14 mbt ddu higu lam sang'do syhinh thanh kiéng thé trong mét.

Diing phdi hgp v6i ede thude e ché VEGF (yéu td kich thich phat tribn nfi mé mach
man):

Khong nén ding dong théi Lucentis v&i cée thude khang VEGF khic (todn than hay 1gi M),
Ngung diing Lucentis

Ngung }iéu Lucentis va khéng nén didu tr] trdr lal sém hom lich trinh didu tri tiép theo trong
céc frudmg hop:

Thi lye tht nhit ¢5 chitih kinh (BCVA) gidm lion 30 chit so voi 13n d4nh gid thi lyc ghn nhét.
Ap luc ndi nhin ting > 30 mmHg,

Rach v@ng mae,

Xuét huyét vng mac anh hudng hé trung tAm hole kich thude ¢ha viing xudt huyét > 50%
chia toan b tbn thuong,

Phéu thudt vBng mac duge thye hign28 nga‘ly"truc‘m*hoac'duqo-.!én--.ké hoach thyc hién 28
ngay san,

Céc yéu tb nguy co lién quan dén phdt sinh rich biéu mé séc 6 voing mac sau kh: trj ligu
biing ichéng VEGF trong: thodt hida hoang diém lién quan dén tudi glé the udt bao ghin bong
bitu md sic t§ vong mde dién rong va/hodc mie 49 cao. Khl bit dhu didu tri bing Lucentis,
cin than trong khi ding & nhiing bénh nhin ¢d cde nguy co v& réch biéu md shc t& vBng mac
nay.

Bong véng mac do véi rich hoiic 16 hoang ditm

Neén ngung didu trj & nhitng bénh nhin bj bong ving mac do vét rdch hotic 15 hodng diém giai
doan3 va 4,

Bénh-nhin con gi¢i han théng tin:

Lucentis_PFS_Novartis_ IPL Mar2014/VN Jan2017
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6 it kinh nghigm trong vige diéu trj nhitng bénh nhan b phi hodng diém do d4i théo dudng
type L. Lucentis chua duge nghién ciiu & nhitng bénh nhan frude. ddy dd dugce ti8m trofig dich
kinh, & nhitng bénh nhén fhiém khuan todn thén, bénh' Vg mac tang | sinh do daf théo dudmg

' hoa{; & céc bénh nhan co bénh mat kém theo nhu hong véng mac hojic lG hoéng didm. Cfing -

lchong cd kmh nghiém vé vige didu tri Lucentis. & bénh nhan d4i théo dudng c6 HbAle trén
12% va ting huyet ép chui duqc kidm soat; Do thiéu thong tin, nén khuyén cdo céc bac s

nén xem xét khi didu trj nhimg bénh nhan,nay can dugc xemn xét.

C6 sy hgn ché vé dif ligu higu lyc cla Lucentis trén d6i tuong bénh nhén cin thi bénh 1y da

didu trj khong thinh cong trude d6 v tri ligu quang ding hoe (PDT) véi verteporfin. Trong

khi higu luc ciia Lucentis ¢4 duge xéc dinh trén doi twong bgnh nhén vdi sang thuong ngay

dudi-holic bén canh [3m- trung tdm thi’ & bénh nhin v&i sang thuohg ngoai 16m trung tAm dit

figu v& hiéu lyc chua day-d.

Cie tac dung foan thin sau khi tidwn trong dich kinh

Téc dung phy toan than bao gdm ci xuét huyét ngodi mét va huyét khoi dong mach da dugc

bio cdo sau khi tisin trong dich kinh c4c chitirc ché VEGF.

C6 1t dit liéu v& an toan trong didu tri cho bénh nhiin DME, vi phit hoang diém do RVO va

tan mach hiic mac (CNV) thir phiét sau cén thi bénh Iy cd tién. sir 45t quy holic con thiéuméau

n#o thoang qua. Can thin trong khi didu tri cho nhitag bénh nhén ndy (xem- phin phin BIEN

€O BAT LGI CUA THUOC),
Bénh nhén c6 tién sit RVO, RVO nhdnh thiéu mau vi RVO frang tim

Cétkinh nghiém trong didu trj cda cdc bénh nhin c6 tién sir RVO, bénh nhdn bi RVO nhinh
'thlcu mau- (BRVO) va RVO trung thm (CRVO) 6} nhi’mg bénh nhin bi RVO ed céc dau hidy
Jam sang eta thiéu méu cye bd khéng 1hdi phuc mét chirc. ning thi gidc, khéng Kkhuyén cdo
didu tri,

Ngudi 13i xe va vin hanh miy méc

Tri ligu Lucentis c6 thé gay rdi loan thi lwe tam thoi, b thé anh hudng dén kha ning 141 xe
hoiic 50 dung méy mée (Xem phin BIEN CO BAT LG CUA THUGE). Banh nhén conhimg
déu higu ndy khéng duoc 14i xe holic sit dyng may mde cho dén khi cac rdi loan thi lye tam
thdi ndy giam di,

BIEN CO BAT LQI CUA THUGC

Tém tht vé hd soan todn

Nhém bénh tihén bi AMD thé w6t

Cé tong ¢bng 1.315 bénh nhdn trong dén 58 nghién ctu tinh an todn ¢Ga ba nghién oty pha

11 v& AMD thé wét duge didu tri véi Lucentis trong 24 thang va 440 bérth nhidn d8 duge didu
trj v&i lidu khuyen cdo 0,5 mg.

Nhitng bién ¢ bét Igi nghiém trong cd lién quan. dén thu thuat tiém bao gdm viém ndinhan,
bong vorig miac do vét rich, rdch vong mac va dyc thiy tinh thé do chén thveng trong didu. trj
(Xem phin CANH BAO VA THAN TRONG).
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bao gdm viém: trong mat v ting ép lyc ndi nhin (Xem phén. CANH BAO VA THAN
TRONG),

Nhﬁ'ng biém ¢ v& mit nghlam trong khic quan sat thdy & nhitng bénh nhan didu trf Lucentis

Nhiing bién b bét Igi duqc ligt k& dum day chlcm mdity 1§ cao hcm (ftnhAt 2 dlem 5b: phan
teim) ' nhitng bénh ahdin dang didu 41 bang Liicentis 0,5 mg. so ‘v&i nhiing ngu‘cn didu trj &
nhom chimg, (gla tiém (xem d inh nghsa & phin DUGC LY LAM SANG!DUOC BQNG HQC)
hotic ligu phap quang dong hoc (PDT) véi verteporfiny theo-dif lidu gbp cua 3 nghién ciru glai
doan T v& AMD thé w6t ¢6 kifm ching 14 cée nghién ciu FVF2598g (MARINA),
FVF2587g (ANCHOR) va FVF3192g (?LER) Vi vy nhiing phan ‘mg niy dwoc xem. 1.
nhu‘ng phan ng bt loi ciia-thude b thé ca. Dir 1ié0 an todn dirge md ta dudi ddy cling bao
gdm tht ca biéh b bit loi dugenghi ngd it nhét 14 ¢o khé nang lign quan dén thil thuat tiém
hotic thude & 440 bénh nhan bi AMD thé w6t duge didu tri phdi hop véi liéu 0,5 mg.

Nhém bénh nhéin bi phit hoang diém do d4i théo dwing

D& an toan clia Lucentis da duge nghién ciiu trongmdt thu nghtem ¢o kidm chimg tiém gia
mét ndm (RESOLVE) tién hanh & 102 bénh nhén bi suy gidm thi fpe-do phii hodng diém do
déi thao dudmg (DME) duge didu tri bang ranibizumab vd trong mét thi nghiém ¢ ddi-chimg:
laser trong 1 ndm (RESTORE) & 235 bg:nh nhén bi suy gidm thi luve do phu hoang didmi do
dai thao dudng (DME) duge didu tri béng ranibizumab (xem phan CAC NGHIEN cUU
LAM SANG) ). Nhifm nung dudng iét nidu thudc nhém thn suat thudng gap, dé&p ting cic
tigu.chudn v& phan Gng bat lgi trong Bang 1 dudi day; cdc bidn cb khic ¢-matva, ngoal. mit
trong céc thir nghiém RESOLVE va RESTORE da duge bdo edo-voi tAn sufif v& mire dg ning
tuong ty nhu d& thdy frong céc thir nghiém v& thoai héa hoang diém lién quan dén tudi gid
(AMD) thé udt.

Nhém bénh nhin the inh mach véng mac

P§ an toan ¢lia Lucéntis d8 duge nghién ciru trang 2 thir nghigm 12 thing (BRAVO va
CRUISE) duot tién hanh 140 Tugt & 264 bénh nhan va 261 bgnh nhan bi suy giam thi lyc-do
phil hoang didm thirphat sau the tinh mach vdng mac nhénh (BRVO) va thic tinh mach véng
mac: trung tam (CRVO) duge didu-tri béng ranibizumab- theéo thiz tg" twong Ung (xem phin
CAC NGHIEN CUU LAM SANGY. Céo biéh cb ] mét va ngodi mit trong ¢éc thir nghzem
BRAVQO va CRUISE d’a‘ duge bio cdo voi tin suét v& mtc dg ning twong ty nhu d& thiy

trong cdc thirnghigm vé-thoi héa hoang diém lién quan d&n tudi gid (AMD) thé wdt. «}"6/
/
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Nhém bénh nhidn cin thj béuh ly

Tinh an todn clia’ Lucentis d& duoc nghlen ctiu trong nghidn ciu [am sang kéo dai 12 thang
' {RADIANCE) trohg d6 224 bénhnhan. dleu tri vl ranibizmab cd cdn thi’ bgnh ly (xem phan
CAC NGHH:N cou LAM SANG), Cic. tan suat v mire. dd nang cha. che inen cb lién quan
éan mat va ngodi mit dude bdo cdo frong thir ngh:em ndy ciing twong ty nhw céc bién ob
quan sat dirge trong thir nghiém véi pénh AMD thé wét.

Bing téng két phan ving bét lgi ciia thubc trong cac thir nghi¢m m sing
Chc-phan tmg bat loi clia thubc trong edc thir nghiém 1am sing (Bang 1) duge ligt ke theo hé
théng phén loai cd quan MedDRA..

Trong mbi nhom hé ¢o duan, cic phan. § ing bét lgi cua thudc duge sap xép theo thn sult; dlu
tién 14 che phin tng bt loi thuding gép phit, Trohg mai nhdm tAn sudt, ¢c phén:d ung bt lgi

clia thude dugc trinh bay theo thir tw mire dd nghiém trong giam din, Ngom ra, loai tn suat_
tuong ng di véi mbi phan (g bat loi duge dya trén quy ubce sau day (CIOMS II): rdt

thuong gap (=1/10); thudng, gap &1/ 100 dén <1/10); it gip (21/1.000 é&én <1/100); hiéi gip
(>1/10.000 dn <1/1,000); rét hiém ggp (<1/10.000);

Bang'1 Phan tmg bit lgi trong céc thit nghiém 1m sing

Nhiém frang va nhism ky sinh tring

R&t thuding gip Viém mili hong
Thudng gip Clin, nhifm triing dudng tidt nigu*

Ré1 loan mau va hé bach huyét

Thudhg gip Thiéy iméit
R&i 1oan tim than |
Thudng gip Lo n
Rbi loan h# thin kinh
Rét thudng gip Nhire dau
Thudng gip Bt quy

Réi loan mat-

Rét thudng gip Viém trong. mat, viém djch kinh, bong dich kinh, xuat huyét
vong mac;. véi loan thi luc, dau mit, h:en tLrorng rudi. bay,
xudt huyét. ket mae, kich Lrng mét, cim gidc co- dj vét.tr ong
mit, ting tiét nude mit, viem mé mét, khd mit;- -xung huyét
mat ngla mat

‘Thudng gip Thodi héa ving mac, rbi loan vong mae, bong vong mac,
réch vong nace, bong biéw mb séc t6 v@ng mac, rich bwu md
she th vng mac; giam thi lye, xuft huyet dich kinh, r6i loan
dich kinh, viém mang mach nho, viém méng mét, viém
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méng mit-thé mi, duc thiy tinh thé, duc thiy tinh thé-dugi
bao, duc bao sau, viém gide mac. &bm, mon, g;éc mac, 4o tlen

__phong, ,n‘nln mo, xaat huyét ta; cho iem, xuat huyct mat
anh sang; kho ch;u o] mat phu mi mat dau mi mat xung
.hu_ye_t két INEC:

ftgip M, viéit ngi nhin, mu' tidn phbng, xuht huyét fidn phong, )

bénh gide mac; dinh mong ‘mit, ling dong. ¢ gide mac, phi.
gidc ‘mae, khis gide mac, dau tai chd tigm; kich ung tai chd
ti€m, cam gidc bat thudmg trong mat, kxch {tng mi mit.

Rbi ldgn'hﬁ hidp, ngye va trung thit

Thuong gip. Ho
“Roi logn tidu hoa
Thudng gip Budn nén
Ro6i loan da va mé dudi da
Thdng gip Phan {mg di tmg (phét ban, mé day, ngla, ban do)
"Réi logn h co xwong, mé lién két va xuong
Rét thudng gip Pau khop
Xét nghiém
Rét thudng gap Ting 4p lirc ndi nhin

* chi quan sat thay trong nhém bénh nhén phi hoing diém do déithdo dudng (DME)

Thong bio che bde st nhimng tic dung kdhg mong mudn giip phai khi sivdyng thude.
TUONG TAC THUOC

Chua c6 nghién ety chink thire ndo vé tuong tac thude duge thyc hign.

Trong cac thir ngluem 1am sang dé didu tf suy gidm thi lgc do phii.hodng’ &iém do dai thdo
duding (DME), két qua lién quan dén thi ye ho.';w dj day vong mac trung tim & nhithg biéhh

nhan duge didu tri bing Lucentis khéng bj 4nh hm’mg boi vige didu tri ddng thoi voi
thiazolidinedione (x¢m phin CAC NGHIEN CUULAM SANG).

{-)m véi vigé sit dung pho1 hop. i ligu quang dong hoc (PDT) vai verteporfin va Lucentis
trong thodt héa hodng didm ligh quan dén tubi gia th& wét, xem phini CAC NGHIEN clu
LAM SANG.

Pi véi vige st dung phm hep phudng phip quang dong béng laser v& Lucentis & bénh phi
hoang diém do déi thdo. du*cng va the tinh mach vong mac nhanh, xem phin CAC NGHIEN
COU LAM'SANG va phin LIEU LUONG VA CACH DUNG
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PHY NU' ¢O KHA NANG MANG THAL PHY NU' €O THAIL, CHO CON BU VA
KHA NANG SINH SAN

“Phig i ¢6 khd ning mang thai

Nhiing phy nff ¢6 khd ndng mang thai nén ding phuong phép tronh thai e hidu qui trong khi

didu tri.

Phu nit c6 thai ,

Khéng cé:dit Tigu 1dm sing vé vige sir dyng tanibizumab & phu nit ¢6 thai.

Céic nghién ¢tu trén khi cynomolgus khong cho thiy cac tic dang 6 hai gidn tiép hay tryc
tiép doi yoi khi mang thai hay sy phét triép ctia phdj thai (xem jphﬁt'n CAC DU LIEU AN
TOAN TIEN -LAM SANG). Sir phoi nhi€m todn than véi ranibizumab I8 thlp sau khi sir
dung tai mét, nhung do oy ché hoat dong cia thude, ranibizumab, phai duge xem 12 c6 kha
ning ghy quéi thai va c6 dfe tinh tién ph6i thai/ thai, Vi vy, ranibizumab khéng nén si‘i_ dung
trong thdi ky mang thai trik khi loi fch-dem lai 1én hon nguy oo tidm An cho thainhi, DL vai
nhitng phy nif mudn, mang, thai va di dugc didu tri v&i ranibizumab, chn khuyén cdo chd it
nht 3 thang sau lidu ranibizumab cubi tirde khi thy thai.

Phy nitcho con bit

Chua 3 Lucentis c6 duge bai tiét qua sita me hay khong. pé dé pﬁéng, khuyén «cdo khéng.

cho con bl metrong thdi glan sit dung Lucentis..
Khé niing sinh san

Chuysa cb dif ligu, v& kha ning sinh sén.

QUA LIRU

Chc trudng hop qué lidu do vd ¥ duge bie cdo tir che hghién ciu lAm sang vé AMD thé w6t
va céc dit ligu hau méi, Céc phan ing bat loi thudmg, gip nhat tir cic bdo cdo ndy la ting dp
fyc-ndi nhan vi dau mét. Néu xay ra qué lidu, phai theo d&i ap luc 01 nhan va duge diéu tri
béi thiy thubenBu thiy cln thiée.

DUQCLY LAM SANG: Jé/ '

Co ché tic dyng ( MOA)

Ranibizumab 14 m§t dodn khang thé don déng t4i 1 hgp gibng nhw & ngudi nhim ¢h6ng_ fai
yéu td phat rién noimd mgz_c’hﬁ:’héu'A & ngudi (VEGF-A). Ranibizumab gan két v6i ai lire cao
vao cdc dang ddng ding V EGF-A (v{ dy VEGF}io, VEGF121 va ‘VEGFi¢5), do dé ngin ngira
sy ghn két VEGE-A vdo cdc thy thé cba n6 14 VEGFR-1 va VEGFR:2.

Duge lye hoe (PD)

Sy ghn két VEGF A vao cée thy thé clia n din dén ting sinh t& bao ndi md va hinh thanh tén
mach, ciing nhur thodt mach, tht ¢4 nhitng bi€n d6i nay duoc cho I3 gop phin véo sy tién teidn
ciia sy hinh thinh tan mach trong thodi héa hoang didm. lign quan dén wdi gid hay cin thi
bénh Iy va phi hodng diém gay gidm thj lye trong déi théo duding va the tinh mach vBng mac.

Duge dong hoc (PK)
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Hip thu
Sau ldn tlem Lucent;s ‘uong dlch kmh hang théng cho bf;nh nhan b; thoé; hoa hoang d:cm lien

véu nong dg) cdo nhat tlong huyet thanh (Cmax) thuimg 1Ihap horn nong dg 1anzblzumab can
thiét & vrc ché hoat dﬁng sinh hoc otia VEGF khodng 50% (11 dén 27 ng/ml; duge dénh gid
trong mot thit nglnem téng sinh t& bao in vitro), Nong do ¢ao nhit trong huyét thanhi (Ca) i
18 thugn véi l:eu tir0,05 dén 1,0 mg/l mit: Khi tiém Lucentis 0,5 mg/1 mét trong; dich kinh
hiang thang, ndng 48 ¢ao nhét trong huyet thanh (Criax) dat Ciuqe khoang 1 ngdy sau khi tiém,
duge dw doén thudng-o mac tir 0,79 dén 2,90 ngiml vi ndng 4 thap nhAt trong huyét fhanh
(Cmm) duge dy doan. thuorng & mite tir 0,07 dén 0,49 ng/ml. Nong dd Ranibizumab trong

huyet thanh ciia bénh nhén the tinh mach vdng mac va phd hodng diém glyra boi bq,nh déi

théo ducmg cling tuong duong véi bénh nhan bi thoi héa hoang difm lign quan dén tdi gia
AMD ¢6 tén mach.

Phiin bé va thai triv

Dua trén phén tich dugc déng hoc & tthom ngh:en ofru va sy bién mét cha ranibizumab khoi
huyct thanh & bénh nhan thodi hda hoing diém lién quan dén tudi gia ¢4 tan mach didu tri véi
liéy 0,5 mg, thoi gian Ban thai trung binh cla ranibizumab trong dich kinh khoéng 9 ngay

Nong d6. ctia Ranibizumab trong huyét thanh duge dir dodn thap hon khodng 90.000 l&n so
véi non_g d6 ¢hia ranibizumab trong dich kinh.

Nhoém bénh nhin ddc biét

Suy thdn: Chua ¢6 nghién céu chinh thite ndo duge thue. hién dé kidm tra duoe ddng hoc cla
Lucentis & bénh nhan suy thin. Trong mét phén tich duge dong hipe & bénli nhin AMD co tin
mach, 68% bénh nhan (136 trong 56:200) bi suy thén (46,5% nhe [50 80 mi/pht], 20% trung

binh [30-50'm!/phit] va 1,5% ndng [< 30 mi/phit]). & bénh nhan tic tinh mach vong mac, ¢6
48,2% bénh nhdn (253 trong 525 bénh nhan) o6 suy thén (36,4% nhe, 9,5% trung binh v

2.3% njing). D6 thanh thai todn than hoj thip hon, nhung didu ndy khéng c6 ¥ nghia:[4m sang.

Suy gam; Chua cb nghién ctiu chinh thite ndo thye hign 48 kidm tra dugc ddng hoc cha

Lucentis & bénh nhin suy gan.
CAC NGHIEN CUU LAM SANG ‘«é/

Pidu tri AMD thé wét

Db1 v&i AMD thé udt, tinh an toan va higu. qué clia Lucentis 84 duge dénh gid trong 3 nghién
clru ngdu nhién, mi don ¢6 kibm chimg véi thuoc didu tri hoac v, gza tiém*¥ & nhi‘mg bénh
nhén bj thoai hda hodng, dibm lién quan ¢én fudi gia (AMD) cd th mach. Tong 561,323 bénh

nhan (879 & nhém ding thude: va 444 & nhém chimg) duge tham gia vio. hhitng nghién cifu
nay.

Nghién ciru FVF2598g (MARINAY va nghién ciru FVF2587g (ANCHOR)
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Trong ngh:cn ctru FVF2598g (MARINA), benh nhan c6.tAn mach hic mac (CNV) dang kinh
dién 51 thleu hodg tan mach hiic mac dang &n khéng kinh dién duorc tiém trong dich kinh
hang thang bang Lucentis 0,3 mg | hogic 0,5 mg holic tmm gia, Tong s 716 bénh nhén duge
dua vio nghlén ¢l nay (gié tiém: 238; Lucentis 0,3 mg 238; Lucentis. 0,5mg: 240}, Céc dif
lign duoc thu thap dén cubi théng thir 24

Tmng nghaen el F VF258’7g (ANCHOR) bénh nhan 6 ton thu'(mg tin mach hac mac (CNV)
dang kinh didn tuyét d6i duge didu tri hogc:

1) tigin Lucentis 0,3 mg ttong dich kinh hang thang va gid tif liéu quang dong (PDT); 2) tiém
Lucentis 0,5 mg trong dich kinh hing. théng v gia tri ligu quang dong: (PDT); hogc 3). gia
tiém trong dich kinh va li¢u phip quang dong (PDT) véi verteporfin cd hoat tinh, Gia tef liéu
quang dgng (PDT) hojc voi vettcporﬁn co hogt tinh dirge ding véi lan tiém Lucentis khai
dhu va mdi 3 thang sau d6 néu chyp mach mau huynh quang cho thiy vin con hofc tai phat
vd 1 rigeh. Toig sb 423 bénh nhén duge dua vio nghién clu nay {gia tiém: 143; Lucentis 0,3
mg: 140; Tucentis 0,5 mg: 140). Cde dir lidu duge thu-thip- -dén cubi théng thir 24,

®K Ouy trivh gid tigm-doi chimg gom gy 1 mét theo cdch gtong nhuw tiem Lucentis frong

dich kinh. Hdu ciia bom (iém khéng kim bic dé dé vao két mac va piston ciia bom tigm khing

kim duec dé’y xudng.

Cac két qua chi tiét duge néu trong Bang2.-va 3 va Hinh 1

"

Béng 2: Két qua vio thé‘l dibm Théng thir 12'va Thing thi 24 trong nghién ciru
FVF2598g (MARINA)
Panh gia két qui Thang | Gia tigm Lucentis 0,5 mg,
: (n=238) (n=240) '
Mt < 15¢hiv thi lwe (%)* | Thangthir 12 | 62% 95%
(Duy tri thi lyc) Théng thir 24 53% 90%
Ting 215 chit thi hwe (%)* | Thang thir 12 | 5% 34%
_ Thang thir24 4% 33%
Thay ddi trung binh vé thj | Théngtht [2 | -10,5 (16,6 | +7.2(14.4)
lye- (chit thi luc) (30 1¢ch | Thang the 24 | -14,9(18,7).1  +6,6 (16,5)
chudin, SD)*
% p<0,01
Bang 3+ Kétqua vao thang thiv 12'va thing thir 24 trong nghién ciu FVF2587g
(ANCHOR)
Pianih gid két qua Théng Verteporfin PDT | Lucentis 0,5 mg.
(n=143) {n=140)
MAt < 15 chit thi lwe (%)* | Thangthir 12 64% 96%
(Duy tri thi lwe) Théng thit 24 66% 90%
Tang>15 chit thi lire (Ya)* | Thing tha 12 6% 40%
_ Théng thi 24 6% 41%
Thay dbi trung bink v& thj | Théng thi 12 5,5 (16,4) +11,3 (14,6)
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lyc (chir thi luc) (36 léch | Thang thi 24 " 9,8 (17.6) +IG,7(16,-S)
c_hufm_;; SDy
=X T

Hink 1Thay déi trung binh vé thj ye 50 véi miiic-ban d3u cho dn 'tﬁiiﬂ'g' thi 24 trong
nghién céu FVF2598g (MARINA) v3 trong nghitn ciru FVF2587g. (ANCHOR); nhém
béith nhan theo ¥-dinh didutr (ITT)

Nghién ciy FVF2598g (MARINA)
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Thang

MARINA ANEHOR

~#- | UCENTIS 0,5 mg (n=240) % LUCENTIS 0,5'mg (n=140)

~8- Gig tiém (n=238) —*- Vertepoifin PDT (n=143)

Nhittig bénh nhén & nhém dirge dicy trf bing Lucentis o6 sw phdt frién sang thirong tin mach
hic mac (CNV) t4i thibu duge quan sit & mic d§ trung binh, Vo thing thir 12, thay d6i
trung binh v& toan b ving tén thiong tAn mgch hic mge13 0,1 d&n 0,3 DA (dia thi) d6i voi
Lucentis so véi 2,3 - 2,6 DA & nhém 461 chimg,
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K&t qua tir cé hai thit nglucm chi ra ding vige tiép tuc diéu tri bang ranibizumab ¢6 thé ciing
cé {oi-& nhiing bénh nhin mét = 15 chit thi lue. t6t nhit 66 kinh {BCVA) trong ndm dhu tign
: .d1eu tu

Tlong ¢d hai nghlen ciry MA.R]NA va ANCHOR su cii thwn ve th1 luc c;uan sat thay voi
Lucentis 0,5 mg 16¢ 12 thang di- kem v, 1ot fch do ‘bénh nhan béo céo khiduge danh gig
bitig thang didm theo Bang cau hoi v& chire: nang thi Iyc cia Vién Mit Quoc Gia (VFQ 25
Sy khic biét gifia Lucentis 0,5 mg v& 2 nhém ddi chimg dugce dénh gid bang til 86 p trong
khodng tr 0,009 & < 0,0001.

Nghién ciru FVF3192g (PIER)

Nghlen ciiu FVF3192¢ (PIER) 13 mot nghlen cu ngau nhién, mi déi, c6 kidm chitng voi gia
tiém t:ong 2 him duge tién hanh d& dénh gxa da;) an toan v4 hi€u qua cia Lucentis & 184 bénh
nhan bi thodi hda hoang diém tién quan dén tudi gid (AMD) ¢6 tan mach (c& holic khbng ¢6

tan mach héc mac (CNV} dang kinh d;cn) Béhh nhén duge tiém trong, dich kinh Lucentis 0,3
mg ho#c 0,5 mg holic gid tiém | 1in m8i théng trong:3 fidu lién tlép, sau d6 1 tiém 'L tidu mbi

3 thang, Tk thang 14 cla nghten oty bénh nhin duge dieu tri gté tiém ‘duge phép chuyen gua.

dé diing ranibizumab v tir thang 19, ¢6 thé ¢ nhimg 13n didu tef thuong xuyen hon,. Bénh

nlidn du’qc didu trj v&i Lucentis trong PIER nhgn dizge trung binh 10 dot: didu trj. Tiéu <hi.

d4nh gia chinh 1 thay dbi trung binh vé thi lye lde 12 thing so véi mbc ban dau

Sau sy téng thi Tuc khoi: dAu (sau khi tiém lidu hidng théng), nodl Gllung, nhiing bénh nhn duge
tiém Lucentis 1 [4n mdi 3 théng bi mét.thi luc tré v& mife ban diu vao thang thir 12 va higu
qua niy duge duy ted véi. hiu het cic bénh nhén 48 duge didu tr bang Lucentis (§2%) tai
théng thér 24: DI lidu tir mdt: s lugtig gidi han céc d6i tugng duge bat chéo @& dimg
ranibizumab sau hon mot ndim dibu trf gid ti€m che thiy bt Ay didu tri som c6 thé {ién quan
t&i sy bao vé tbthon vé thilge.

Nghién cifu FVE3689g (SAILOR)
Nghiéun ciru FVF36S9g (SATLOR) ia mdt nghlen ctru pha [k, mt don, da trung tAm trong

mét ndm {rén nhifng déi tuong chua hé duge didu tri va bénh nhan d& du'(:fc didu tri CNV do,

AMD fru6e do. Muc tidu nghién cfru chinh [a danb gté ti 18 bj cdc bién 6 bat loi nghiém
trong & méit va ngodi mit & nhifng 46 ugng duge didu trf frong 12 théng, Hai nghin ba trim
bay muoi tdm bénh nhin dige chan ngdu nhién theo tf 1& 1:1 dé tidm tlong dich kinh

ranibizumab 0,3 mg hodc 0,5 mg mdi-thang trong 3. théng lién tiép sau 46 1 didu tri Tai khi

cin nhung Khéng qud 1 1An/than g.
o
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Nhin chung, khong quan sét thay sy mdt cén bing giita hai nhém lidu v& tén. suat cita e bién,

o6 it lol tal métva ngoai ‘mét. C6 xu hudng: tiing cao khong y.nghia théng ké vé 1l 1& dot.quy;
& nhém ding 0,5 mg so v6i shém ding 0,3 mg. Khoang tin ¢y (CD) 95% abi vaitile dot quy
nhin chung {4.r6ng (0,3% dén 1,3% o nhém diing 0,3 mg 50 Vi 0,7% dén 2,0%: & nhom dung
0,5 mg). S6 luomg ot quy lanhd Hed hai nhém hea vi khdng cd do bang chimg d& ket ludn
(hay béc bo} rang ¢6 mdt sy khie nhau thye sy vé il 1§ dot: quy gilfa cée: nhom didu; tt‘i Sy
khag nhau vé ti 1€ d6t quy co thé 1én hon & nhiing bénh nhan dugic 'biét 1a ¢6 nhing yéu t6
nguy co clia dét quy, bao gbm titn sir d4 bj d6t.quy trude dé hode cde con thiéu mdu cyc bd
thodng gua,

Didu tri suy giim thi lye do DME

Tinh an toan va higu qua lam: sang cla Lucentis. dd duge dénh gid & hai nghién ctru nghu
nhién, mii d6i, ¢d klcm chtrng vai thube didu tri hodic gia tigm trong thol gian 12. thang trén
nhiing bénh nhén. bi suy: gigmm thi luc do phil hoing diém do dai théo dudng, Trong tbng s&
496 benh. nhan tham gia nghién ciru (336 & nhdm ding thude va: 1606 nthom.-déi c‘nung) da

s& méc bénh déi théo dirdng type IT; 28 bénh nhén bi d4i théo duimg type 1 duoe didutr bang
tznibizumab.

Nghién cttu D2301 (RESTORE)
Trong nghlen cim D2301 (REST ORE), tcmg 56345 bénh nhén bi suy giam'thi lyc thir pht do
pht hoang diém dirgc chon ngau fihien, d& nhan hodc don tri lifu bing tiém khtfn ddu 0,5 mg

ranibizumab vdo dich kinh va gid trj ligu laser quang dong (n=116), tri liéu phbi hop 0,5 mg'
ranibizumab vi laser guang dong {n—l 18), holic gia tiém** két hop laser quang dong (n—l 11).

Trj ligu 1ambtzumab duige bét ddu bing cac i%n tiém trong dich kinh hang théng va tiép tuc

cho &1 khi thi lye 8n d;nh trong it rihét ba JAn thim kham hang thang lién t:ep Bidu tr duge.
Kkhéi ddu lai lhi thi lyo b1 da b chinh kinh (BCVA) bj giam do sy tién tridn cva phil hoang
didm do dai théo dudng: Phuong phép laser quang dnng du{yc dung lic ban ddu vao cling,

ngay, it nhét 30 phiit téirde khi tiém ranibizumab va khi ¢an thiét sau d6 dua theo céc chi tiéu

ETDRS. &g/
Nhitng két.qud chinh dugc tong hop trong Bang 4 va Hinh.2. '
Bang 4 Két.qud vio thdi didm Thang thi 12 trong nghién ciru D2301 (RESTORE)
Panhgia két qua Ranibizumab 0,5 Ranibizamab 0,5 Laser
mg mg + Laser(n=118) (n=110)
- (n=115),

Thay ddi trung binh vé thj
hwe ot nhdt 6 kinh
(BCYA) tir théng, thi 1

, 1 (6.4 5,9 (7,92 0,8 (8,56
dén thang ther 12 so véi 6,1(643) R 8820
mifc ban ddu (chi) (do

éch chudn, SD)®

X A g 3 i . . .

Thay dGi tiung binh vé thi 6.8 (8.25)° 6,4 (11,77)% 0,9 (11,44)

yc ot nhit cd kinh
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(BCVA) tai théng thy 12
50 V&1 mie. ban dau (chtf)
(dd J&ch chudn, SD)

| Tang 2 10 ch thi. lyc t6t
nhéit co kinh (BCVA). (%

bénh nhin) vio thang thir 374 43.2 15.3
Tang = 15 chiy thi lye Bt

L o4 Linh (BC 0 ‘ '
nhét ¢ kinh (BCVA) (% 22.6° 22,9 82

bénlh hhén) véo théng tha
12

550,001, °p=0,0004, %p=0,0001, °p=0,0032, p=0,0021

Hinh 2 Thay d8i BCVA trung binh so véi ban dAu theo thovi gian trong nghign ciru

D2301 (RESTORI)
g 12
g ﬁ
‘f: 19
s
v
E 8 @ ¢ .
b o W Tobeed 3680464
i i
= .
E
B 4 .
z +62+ 54 |
L)
2 9 , 7
g S T O BN . 5
= k R o L +09
R R “
2 2
B
A
&
g

g 1 - 3 4 5 & 78 9 101t

Thing _ éz/

NEom 1] Ry o0 Raniblzurmab 0.5mg {N= 115}
e Ranibizumab 0.5 mg + Laser (N = 118)
i Lager{N = 110}

SE=3aj s chufin chia trung binh
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Nghién ciru B2301E1 (RESTORE mé rfng)
Nghién cifu D2301EL (RESTORE md rdng) 14 mét nghign cini nhin md, da trung tam, md

tBng 24 thing: 240 beénh nhan da hoin ‘thanh.nghién: ciry chinh 12 thang duoge thynhinvdo - - .

ngluen cliu miy rong va duge Eheu rj bang ranibizomab. 0,5 mg khi cin thiét (pro Fe naia -

PRN) & cling mit d8 durge clign 1a mt nghlen oty trong nghién ciu. chinh, Vige didu’ tri duge

st dung hang thang khi ¢6 syt gidm thi ly¢ t8t nhét cé kinh (BCVA) do phu hodng didm do
- d4i thdo dudng (DME) cho dén khi dat duge thi Tye: tht hhat 66 kinh &n dinh. Ngoai ra, didu
trj bing laser duoc sir dung néu nha nghién ciu cho 13 chn thiét va dia trén cdc hudng dén
clia hghién cliu.didu v} sém bénh vaig mac do dai thio dudmg {BTDRS}

Trung bmh 6,4 miii tlcm ranibizumab duege sir dung cho mdi bénh nhan trong giai doan mé
rGng: 24 théng o nhung bénh nhan duoc diéu tri bing ranibizumab & nghién ciu chinh. Trong
s& 74 BGérh nhan tir nhém didu trj bﬁng laser & nghién ¢tu chinh, 59 bénh nhén (79%) nhén
duge ranibizumab tai mot thoi. diém nao d6 trong: gial doan mé rdng. Trung binh, 59 benh

nhén niy phin-dugo 8,1 -miii tiém 1amblzumab cho-m6i bénh nhin-trong 24 thing cba nghién

ciro m& réng. T 1§ bq:nh nhan khang cin dén bét ki didu i bang ranibizumab trong giai
doan md u;m_g 13 19% & nhém s dung ranibizumab trude, 25% & nhény stedung ranibizumab
-+ laser-trude va 20% & nhom sirdyng laser trude.

Dianh gia két qua chinh duge tom tit trong Béng 5..
‘Bing 5 Két qua vao thang thit 36 trong nghién citu D2301E1 (RESTORE mé ring)

Panh gia két qui so véi | Ranibizumab Ranibizumab Laser trivéc
mie ban ddw trong nghién | 0,5 mg trudc 0,5 mg + Laser frwde | n=74%

citit chinh =83 n=83

Thay dbi trung binh vé thi | 8,0 (10,09) - 6,7 (9;59) 6,0 (9,35)

lue tt nhit 6 kinh
(BCVA) 50 véi mic ban
diu  trong nghién i
chinh vao thing thiv- 36
(D9 Iech chudn, SDY

Tang > 10 chir thi hwe 3t | 39.(47,0) 37 (44,6) 31 (41,9)
nhét ¢ kinh (BCVA) so
véi mirc ban ddu trong

luc t6t nhdt c6 kinh

(BCVA)Y =84 (%) vao
thing thi36

nghién eiru. chinh hodc ¢hi 44/

Tang =15 chir thj e so 23 (27,71) 25(30,1) 16 (21,6)
véi mive ban din trong
nghién ctu chinh hofc thi
e t6t nhfAt c6 kinh
BCVAY =84 (%) vdo
thang thi 36
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1 S& beénh nhéri ¢b gid ti & ¢d e ban diu trong’ nghién clu chinh (théng 0)-va vio [An thim
khém & thang thi36. . . _ -

* Trong so 74 béth nhan duge: didu i bang laser trum: 59 b@nh nhan (79%) nhén du'(;m
ramblzumab trong’ nghlén cumdtdng :

Diém s6 theo Bang céu héi-vé chic nang thi fue (VFQ-25)-& nhiing bénh nhan d& dm;fc digu
trj trudc d6 bing ranibizuimab khi can thiét (PRN) trong nghlen ctruchinh duge lam dn dinh
trong' gial doan md rfng: Nhting ngudi duge didu.trj bang. laser trong nhom dol ohiing ciia
ﬁghxcn Clr chmh i sau: do chuycn sang dléu At bang ranlblzumab khi ¢n thidt (PRN) trong

.....

D iz.eu_ vé an fodn da1 han ctia rambxzumab dude. quan. sat thdy trong nghién ctu mé rng 24
théng ndy ddng nht véi di ligu an toan da bict ctia Lucentis.

Nghién citu D2201 (RESOLVE)

Trong nghién olu D2201 (RESOLVE), thng 56 151 bénk nhin gidm thi lyc do tbn thuomg
trung t4m hoang digi dugc didu trl voi ranibizuimab (6mg/mi =51, 10mg/ml, n=51) hay voi
gid tiém (n=49) tiém vao d;ch kinh hing thang cho-téi khi’ dap ung duerc nhivng €iéi chudn
dimg ﬁieu tri-da duge xde dinh:tir trude. Lidu ranibizumab khoi diu (0 3 mg hay- O 5 rng) ¢h
thé tang ghp dot tai bét ky thoi didm ndo trong: ngh;cn vy sau miil tigm dau tién neu didu tra
vién dénh gi4 ring khéng dat duge di dap ng didu tri. chu e} gidi el bang quang dong
faser duge phép tir thang thir3 & ca hai nhém nghién ofiu. Ngluen el bao gdm 2 phﬁn phin,
thdm do (42 bénh nhin dAu tién duge phén tich tai thei diém thang thiy 6), va phén ehimg
thyre (gdm 109 bénh nhén con lai 44 phin tich tai thoi dl,e_m thang thir 12):

K&t qua chink. tir phan chitng thuc ciia nghién ciu (2/3 s6 bff:nh nhén) duge thé hign trong
Birig 6 vaHinh 3.
Béng 6 K&t qu théng thir 12 trong nghién etu D3201 (RESOLVE) (trén toan bj ngwdi
tham gia nghién ciru)

di/
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Pinh gi4 két qua Nhém gép Ranibizumab Gia tiém
' (n=102) {n=49)
| Thay -86i trung bink v& thi- +7.8(7,72) -0,1 9,77}
Iye t6t nhdt o6 XKinh | ' '
(BCVA) t¥ thing thir 1 dén |
thang thix 12 so véi mife
ban dAu (ch) (@5 Iéch
chuin, SD)® _
Thay i trung binh vé thi +10,3 (9,14 -1,4 (14,16)
lgc t6t nhit c¢6 kinh
(BCYA) vao thang thir 12
50 VOi muc ban diu (chii) .
(a6 1éch chufin, SDY :
Tang> 10 chiv. thi lye tot 60,8 184 ;
nhit c6 kink (BCVA) (% .
bénh nhén) vio thang thi .
12 . _
Tang >15chi thj lyc tbt 324 10,2
nhét cé kinh (BCVA) (%
bénh nh@n) vao thing thit
128
5 5<0,0001, 2p=0,0043
Hinh 3 Thay d0i trung binh thi hye so véi mitc ban dhu theo thoi gian trong nghidn ¢tru #
D2201 (RESOLVE) (tvén toan bd ngudi tham gia nghién cdu) aw
*ai

%;y,
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Thay &6i trung binkivEhi Iuc so vai midc Ban Jau +/- SE{chir thi luc)

101

141

121

Thing.

Nhém gop Rambszumab (N=102)

Nhérm diél & 660
il tigm (N=4%).

SE= Sai sb-chudn clia trung binh

Nhifng bénh nhan duoc didu. trj biing ranibizumab d& ¢6 sy gidm lién tuc 40 day vBng mac
trutig tim (CRT). VAo thang thir 12, sy thay 351 d6 day véng mac trung tm (CRT) trung binh
so voi mitc ban dAu fa-194 micromet d6i véi ranibizumab so v6i -48 microniet clia nhém gid
tiém ddi chimg,

Nhin chung, két qué v& d3 an todn & mit-va ngodi mét trén bgnh nhén bi phit hodng diém do
dal thao ducmg (DME) clia ¢é hai nghicn cu D2201 va D2301 tuong duong véi dif li¢u an

todn

quan dén twdi gia (AMD) thé wét.
Nghién ciu D2304 (RETAIN)

dd bist trude diy duge quan sét thiy & nhtng bénh nhan bj thodi héa hoang diém lién

i

Trong nghién cfru pha [ilb D2304 (RETAIN), 372 bénh nhén bj phil hodng diém do déi théo
dudng (DME) duge chon ngfu nhién 48 nhin mii tiém trong dich kinh cta
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ranibizumab 0,5 mg v&i quang dong laser dbng théi trong ché 45 didu tri va md 18ng
(treat-and-extend, TE) (n= 121},

ranibizumab 0,5 mg don tri liu trong, ché db didu tr] v md rong {n = 128), hofic
ranibizumab 0,5 mg don trf liéu trong ché 6 didu tri khi cin thiét (pro re nata, PRN)
(n="123).
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Trong tit cir cde nhém, didu 1r biing ranibizumab duge bt ddu véi mii tiém trong dich ki {nh
hang thdng va tlcp tue cho. den khi thi luc tét nhét ¢6 kinh (BCVA) én-dinh it: phét 13.3 tan
déanh gia lign tiép hang thing. Quang d6ng laser duge sir dyng lic ban dau vao oling ngdy. véi

mfii tiém. ranibizumab dAu tién viisay d6 Kkhi cn dya trén chc’ tién chuan Gl nghién el didy

tri: sgm bénh vBng mac do éal thdo.dudng (ETDRS) Trong ché d’q Gidu tei va:md 10ng (TE),
ranibizumab duge dung sau dé tai thdi didm dleu tej’ dir kién & ofc khoang ¢dch 2-3 théng,
Trong ché o didu tef khi chn thlét (PRN), thi luc 18t nhét cd kinh (BCVA) du’qc danh gid
hang thiing va sau d6 ranibizumab duge dung trong oting mdt 13n thim khém, néu can thiét, G
tht cd cac. nhom, viée (‘in:u tr} hing théng duge bt dhu lai khi co sy gigm thi ke 16t nhét cb
kinh (BCVA) do tién trién cha phd hodng didm do d4i thao duding (DME) va- 1iép tuc cho dén
khi thi lye. t&t nhit c6 kinh-6n diph da dat dugc trd lai, Thoi gian nghién ol 12 24 thang,

Trong ngh1en cfra RETATN; 66 18n tham kham va didu tij cla che do didu tri va mé 1011g (TE)
thip hon 40% so v&i sb [dn thim khém hing thing theo yéu clu clia ché dd khi cln thidt
,(PRN) Vi vige. ding cd hai ché db didu tef, hon 70% bénh nhén d& co thé duy trl thi luc t&t
nhét cé kinh (BCVA) cita hovdi tin sudt tham khdm > 2 thing.

Pinh gig két qué chinh dge tom tit trong Bang 7.

Bang 7 Két qua trong nghién ctru D2304 (RETAIN)

Dénh gid ket qud sov6i | Chédd dibu triva | Ch&d didu tri | Chédg didu frf khi

ban dAu mé rong (TE) | v md ring (TE) |  cln thiét (PRN)
Rarnibizumab Ranibizumab Ranibizumab
0,5 mg+ Laser | 0,5 mg don dge 0,5 mg
n=117 n=125 n=117
Thay dbi trung binh vé thi 5,9 (5,5)° 6,1 (5,7)" 6,2 (6,0)

lye tit nhdt 6 kinh
(BCVA) tit thing thir 1
aén thang the 12 (39 Kgch
chufn, SD)

Thay adi trung binh vé thi 6,8 (6,0) 6,6 (7,1) 7,0 (6,4)
Jwe t8t nhAt o6 kinh _
(BCVA). tir thing thr 1 %V
dén thang thir 24 (3§ 1éch |
chufn, SD)

Thay dbi trung binh v& thi 8,3 (8,1 6,5 (10,9) 8,1 (8,5)
hye t6t nhdt o6 kink
(BCVA) vao thang thir 24
(@6 16ch chudn, SD)

Tang = 10 chi thi Iy tot 43,6 40,8 453
nhit cé kinh (BCVA).

= 84 (%) vao théng thi 24

Tang > 15 chi thi lye fot 25,6 28,0 30,8
nhit e6 kinh (BCVA)
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[ 284 (%) vao thing thir 24 | |

p<00()01

Trang nghién oliu vé pht hodng iﬁém do d4i théo dudng: (DME), sy cai thign thi lyre bt nhdt
c6 kinh (BCVA) dugc &i kém v&i sy giam theo thi gian v& d6 day vong mac trung tim
(CRT) trung binh & tat cé cdc nhdm didu tri.

Khéng ¢6 sy-khac biét vé két qua thi lue t&t nhit cé kinh (BCVA) ho#ic 46 day vBng mac
trung tdm (CRT) ctia cic bénh nhin trong nghién cin RETAIN d& nhén duge hodic khéng
nhén dtrorc thiazolidinedione ddng thai.

Diéu fl'l suy gidgm thi lyc do phu hoang diém thiv phat sau tﬁc tink mach véng mac
(RVO)

Nghién etru FVF4165g (BRAVO) va nghidu ciru FVF4166g (CRUISE)

Tinh an‘todn va hidu qua 1am sang clia Lucentis & nhitng bénh ithén bi suy gidm thi luc do
pht hoang diém thir phat do tic finh mach vang mac dd dugc ddnh gid tlong cag nghlen el
ngly nhién, mn doi, kiém chimng BRAVO va CRUISE véi dbi tugng tuyén chon 13 thc tinh
mach nhanh véng mac BRVO (n = 397)va tho tinh mach trung tam vong mac CRVO (n =392
trong ng. Trong ci hai nghién clv, d6i tugng nhin duoe hodic 0,3 mg hoge 0,5 mg.
ranibizomab fiém trong dich kinh hojic gi& tim**, Sau 6 thing, bénh fihAn nhdm chémg dimg,
gid tiém duge chuycn qua diing ranibizumab. 0,5 mg, Trong BRAVO, laser quang dong dudi
dang didu tri giai oru duge phép- $ir dung trong tAt ci cdc nhém tiy thang thix 3.

Kct;qua chinh tit BRAVO vi CRUISE duge tom tét trong Bing 8,9, Hinh 4 va 5.

Bang 8 K#ét qua & thang thit 6 va théng thir 12 (BRAYO).
Gia tiém/Lucentis 0.5 Lueentis 0.5 mg
mg (n=131)
(n=132)
Thay d0i trung binh v thi, lye so: véi +7,3 ' +18,3

mijc ban dhu vdo thang thir 6° (chi¥)
(tiéu chi danh gid chink)

Thay ddi trung binly v& thi luc so voi +12,1 +18,3.
ratre ban diu vao thang thix 12 (ch() _
Ty 1& bénh nhin ng'> 15 chif vé thi 28,8 % S 6Ll %

Tye bt nhit c6 kinh (BCVA) so v&i miic
ban dAu vao thang thir 6°

Ty 18 bénh nhin ting > 15 chif vé thi | 43,9 % 60,3 %
Tue 16t nhidt c6 kink (BCVA) so-véi mirc
ban du vao théng thiy 12

Ty 18 bénh nhén duge dicu tri laser gial 61,4 % 34,4 %
¢itu trong 12 thang
b: p<0,0001
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Hinh 4 Thay d8i trung binh-v& thi luc t6t nhit ¢6 kinh (BCVA) tir mirc ban dilu theo
thivi gian dén thing thir 6 va thing thir'12 (BRAVO)

g +183.
g . s .
% 18 : ] s 2 " . , ™ ] 0 +18;3
o ® a a ) ; E
w ; ‘ (T S S c
:_% 16 ¥ = - @ @ £
c.‘ R 8 ®
54 . | |
§ > I S I A
'g - : f f
w10
i_‘_-_,f. B
g gf L4 b
E i 3
o "y
£ 6
- +73
5 4
E :
S | o |
£ Nhinh gi4 tism dbi ching hinh gidtidm déi chirg bit théo Ranibfumab
o =
s 1 2 3 4 5 & 7 8 9 10 N 12
Thing '
Nhém didu tr] e Gléti#mlﬁaniblzumabo.s_mg(n=132)‘
R-0-9 Ramibizumab 0.5 mg (n=131},
SE=Sai & chudn ciia trung binh
Mo
1
o£
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Bang 9 Két qué dat duge vao thang thir 6 va thing thir 12 (CRUISE)

| Gia tiém/Lucentis 0,5 | Lucentis 0,5 mg
jmg @=130)

-
E

Thay dbi trung binh vé thi lre so véi +0.8 5. +14,9
mirc ban diu vao thang thir 6° {chif)

Thay ddi trung binh v thi lyc so véi +7.3 +13,9
mirc ban du vao thang thiy 12.(chif)

Ty 1 bénh nhan fing > 15 chif v& thi 16,9 % 41,1 %
Twe tét nhét ¢é kinh (BCVA): so véi
mire ban dau yao thing thir 6°

Ty 16 bénh nhn ting > 15. ¢hit v& th 33,1 % 50,8 %
fre 1t nhit c6 kinh (BCVAY so véi |
mitc ban ddu vao thang thir 12

b: p<0,0001

.ae’?‘(\ A
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Hinh 5 Thay d5i trung binh v& thi tzc 6t nhét ¢6 kinh (BCVAY) tir mirc ban diu
theo théi gian dén thang thit 6 va thing thir 12 (CRUISE)

207

Gif tiem abi thtmg | N%?@%ﬁéﬁ?ﬁé“m?ﬁé chimg -
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=
i

+14,9

v
G
5

+ 1,3:'9'

dhu +- SE (chir thi lizc)

FS

Thay di trung binh thi luc sovéi ban
[

Thang:
Gia lism /Rabibizamab 0.5 mg (=130}
o8-8 Ranibizumab 0.5 mg {n=130)

SE.= gai s6 chuén ciia trung bish

Trong cé hai nghién ctru, cdithién thi lyc di kém véi gidm lién tye phil hoéng diém duge do
bing do diy véng mac trung tim.

D nhin thiy sy ¢ai thign thi lye vii tr liéu ranibizumab tai théi dibm 6va 12 thang cling vc?l
béo cdo loi ich ghi nhin béi bénh nhén duge dénh gid birig B cau hdi Chite néing Thi gise
ctia Vién Mat Quéic gia (VFQ-25), lién quan dén hogt dong xa va gln, mot tidu chi phu vé
hiéu qué duge xdc dinh. tir trude. Sy khée bigt gilra' Lucentis 0.5 mg va nhom chiing duge
dénh gid & thang thit 6.vSi gid tef p 6ir 0,02 déii 0,0002.

Pidu tri suy gidm thi Iye do tAn mach hiic mge thir phat sau cdn thi bénh Iy

Nghién ciru F2301 (RADIANCE)

Tinh an todn va hiéu qud clia Lucentis trén céc bénh nhén suy gidm thi lye do tan mach hiic.
mac trong ¢ thi bénh 1y da duge d4nh gig dya trén 56 ligu 12 thing clia nghién clru chd chét
¢ dbi chimg, mi doi, nglu nhién F2301 (RADIANCE). Nghién ol duge thiét ké d& danh
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gi4 hai ché d6 liu cia ranibizumab 0,5 mg tiém trong dich Kinh so v&i tr{ ligu quang dong
hot bing verteporfin (VPDT).

+ 277 bénhnhén duoe phén 'n'gg'u nhiéi VAo CAG: nhénh trf [i8u sau:

- Nhém I (ranibizumab: 0,5mg, ding v&i ché 4o fidu dleu ¢hinh theo tiéu.chun “dn
dinh® duoe x4c dinh khi khong ¢6 sy thay dbi ndo v& BCYA s6 véi hai 1in dénh gid
dinh ki hang théng trude d6.

- Nhoém I (ranibizumab 0,5 mg, ddng vii ché 6 liéu d:eu chink theo tidu chufn “hoat
dong bénh 1y duge xéc dinh khisuy gidm thi glae c6 thé quy cho rd 1t hodc chéy dich
trong/dudi véng mac do sang thuoiig: tir mach hic mac cin ol trén danh gid bang
OCT yivhoic FA

- Nhom 1l (thye: hign vPDT, bénh nhan c6 thé duge didu tri voi ranibizumab ke tir
théng thir3). '

Sau 12 thang nghién clu,.cdc bgnh nhan & nhém 1 duge tidm trung birh 4,6 1An (tix 1 dén. 11
14n), cac bénh nhan phém I1 tiém 3,5 1n (tr 1dén 12 3an) Trong nhém I {nhém bénh nhin
nhén ché dg didu tu dya trén hoat ddng bénh Ly, xem phan LIEUDUNG VA CACH DUNG),
50,9% bénh nhén can phéi tiém 1 hoge 2 (An, 34,5% cAn phai tiém 3 dén 5 i4n va 14,7% can
phai tiém 6 dén 12.14n tlong 12 théhg nghién ctru. O nhom 1L, 62, 9% bénh ahin khong’ ¢in
phaéi tiém trong 6 thang cubi clia nghién clru.

Két qua quan trong thu duge tir thir nghiém RADIANCE dugc tdng hop & bang 10 va hinh 6

Bang 10: Két qua & thang thiv 3 va thing thir12 (nghitu clu RADIANCE)

Nhém I Nhém 1L Nhém 11

Ranibizumab Ranibizumab 0.5mg  vPDT*

0,5mg’ “Hoat dfng bénh Iy

“$n dinh thi lye”

(n=105) - (n=116) (n=55) -
Thang 3 ' bl
Trung binh thay d6i BCVA tr +10,5 +10,6 22
théng 1 dén thing 3 so voi thi :
didm ban dhul (chit) :
Ti 18 bénh nhén ting i
> 10 chif, hogo dat > 84 chir trong 61,9% 65,5 % 273 % W i
BCVA '
> 15 chit, hodc dat > 84 chif trong 38,1 % 43,1 % 14,5 %
BCVA
Thang 12
$6 1An tigm tinh dén thang thi 12:
Trung binh 4,6 3.5 khbng dp dung
Trung vi 4,0 2,0 khong ép dung
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Nhom I Nhéin IT Nhém 11X
Ranibizuniab Ranibizumab.0.5mg vPDT*
05mg. . “Hoatdgng bguhly”
“bndiph thilge” SR A e
= (=105) (a=116) (u==55)
Trung binh thay d6i BCVA tr +12,8 B VA khéngdp dung
héng 1 dén‘théng 12 so voi thai
didm ban dsu * (chin)
Ti 1& bénh nhan ting
> 10 chif, hofc dat > 84 chil trong 69,5 % 69,0 % khéng ép-dung
BCVA |
> 15 chi¥; holic dat > 84 chittrong 53,3 % 51,7% khong ép dung
BCVA

* So sanh a8t chimg tinh dén thang thir 3. Bénh nhan duoe phn nglu nhién si dung 1] ligu
vPDT duge phép ding ranibizumab tir thang thir 3 (Trong nhém 111, 38 bénh nhén ding

ranibizumab tif thang thir 3 trg di).
h-p<0,00001 so véi déi chimg vPDT
Hink 6

Thay d8i trung binh so véi gid tri BCVA ban d3u theo thoi gian cho toi

thang thir 12 ( thir nghifm RADIANCE)

Thav @i truna binh VA so voiban dau + SE (Chl)

Ranibizamab 6,5 mg nhém |

o+e  jrootinhdn dinh (N=105)  B9F
it VPDT nhom 3 tinh aéh ik
théng thir3 (N=55)
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SE = sai sb chudn cha gia tri trung binh

Bénh nhan.dugc phin nghu nhién vao ihém vPDT &b thé duge. ding tanibizumab tir thang
thir 3 b0 di T . .

C4i thigithi gide ¢6 kém theo vige:gidm 49 day clia vong mac frung tAm.

Cée loi fch didu trj o0 nliém ding tahibizumab-so véi: nhém trf ligi vPDT thico béo cdo clia
bénh nhin (p<0,05) dugc: ghi nhin dya tén eai thién chi 56 hén hop va mot sd thang phy (thi
trudmeg, cé¢ hoat dong ghn, strc khide tam thin va mie d§ phi thude) cia b cdu hoi VFQ-25.
CAC DU'LIEU AN'TOAN PHI LAM SANG

Tiém ranibizumab trong dich kinh ¢4 2 bén mét cho khi cynomolgns vl cde ligu tr 0,25
mg/l métdén 2 mg/1 midt, 1 1An-m&i 2 tudn cho dén 26 tuln 43 din dén cdc the dung trén mit
phu thuge lidu,

Trong mét; cb sy tang phy thue lidn v do tidn phidtig vi ofc t€ bdo cla tién phang ¢ mic.
cao nhit:2 ngdy sau khi tiém. DY ning cla dap: img viém thudng gidm & chc 14n tiém sau
toie trong thot gian hdi phye. O phén sau cta ikt 6 sur tham nhiém & bao dich kint'va hién
tugng rubi bay, ¢6 khuynh hudng phu thuge 1 idiiva kéo dai dén cubi thoi gian didu . Trong
nghién ctu 26 tudn, 46 ning oda viém dich kinh ting 1én theo 56 hn tiém. Tuy nhién d& quan
st théy dhu hidu ddo nguge trong thoi gian hdi phuc. Ban chit vi thori gian viém phan sau
it goi § mGt dép ting khang thé qua trung gian midn dich, mé dép Gng ndy ¢6 thé khong;
bidu 16 6 Jiin sing. Sy hinh thinh dye thity tinh the duge'quan sat & mot 56 dong vt sau :
mdt thi gian viém niing tuong déi dai, goi ¥ nhifng thay dbi & thity tinh thé 13 thir phat sau
«qué trinh viém tréim trong, Téng tam thei 4p lyenéi hhiin sau tiém duge quan sit thdy sau khi
tiém trong dich kinh, bat k& lidu ding..

‘Nhiing thay d61 & mét.qua kinh. hién vi ¢6: lién quan dén viém va khéng cho thiy qud trink
tho#i héa. Nhilng thay dbi viém dang u hat di duoe ghi nhfn & dia thi gidc trong Mot 50
truemg hop. Nhig thay 85t nay & phin'sau clia mét gidm, v trong mot'sb trudng hop mét di,
trong thoi gian hoi phyc. Sau khi tiéi trong dich. kinh, khong phat hign: déu higu nio vé
nhim d6c todn thin; Cho khing thé ddi voi ranibizumab trong huyét thanh va dich kinh duge
fim thiy & mdt s8 trongnhém-phy- ddng vat dire didu tri.

Cinra o6 dit liéu v& tfnh ghy ung thirva gly dot bién.

G Khi'mang thai, vigc didy 1 biing ranibizomab tiém trong dich kinh khong gy ra doc tinh
6 véi sy-phdt trid eda thai hodic gy quél thai, v khong o6 dnh'huGng trén ichéi lugng hodic
cu trie oiia nhay thai, mie di, dwa trén tie dung duge 1§ cla thudi, ranibizumab duge xem §
13 o6 khi niing gy qudi thai va gdy doc doi véi phidi-thai. o

P <

Tuy nhién do han ché cla lidu sir dyung ding tiém trongdich kinh, cdo lidu co thé thirc. hién ,
dirge ¢ ding trong nghién el nay khéng din dén dc-tinh dbi v6i vat me ma chi 1A mdtbdi S
sb trong tng v6i lidu hip thu todn thin o ngudt. Viée khong ¢6 tic dung qua.trung gian cha
ranibizumab trén sy phét trién cia phdi-thai chir yéu lién quan mot c4ch tgp Iy dén vige
manh Fab khong ¢6 khé nang di quarihay thal. ‘
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Tuy nhién, Mot trudng hop da dirge md 14 1,06 ndng d ranibizumab trong huyét thanh cao &
dong vat-me va ¢ ranibizumab trong huyét_ thanh ‘ciia thai, cho ft_hﬁ_y- 13 khang th_é khang
ranibizumab hoat ddng nhy mft protein tai (chta-ving Fe) d6i v6i ranibizumab, do 46 [am

giim 0 thanh thii cia chét nay trong huyét thavh clia vt me va lim cho nb o8 kha ning

truyén_ qua nhay thai, Céc nighién clu vé sur phét jtr__i_én__ ¢chia phoi-thai d& =.ddgc; ti&n hanh {rén

céc dng vAt mang thai khde manh va bénh tat (vidu déi thio:dudng) co thé lam thay doi tinl

th;é_m' ctia nhay thai 461 véi ménh Fab, (xem khuyéti ¢do: trong ph’?in‘ PHY NOT CO KHA
NANG MANG THAI, PHU NU CO'THAT, CHG CON BU VA KHA NANG SINH SAN).
TUONG KY

Trong khi chua ¢6 céc nghién ciu v& sir twong hop, khong duge pha trén thudc ndy véi cdc
thUéC' khéﬁ- :

HAN DUNG
36 thang.
BAO QUAN
Kem trén v hdp.
Bio quéan trong tii lanh (2°Cdén 8°C).
Khéng lam dbng lanh.
Gift bom tigth dong s&n thude trong khay duge niém kin trong hop carton d& tranh 4nh shag.
Truée khi sir dunig; €6 thé giff khay chua md & nhigt d phong (25°C) dén 24 gid.
Khiéhg ding Lucentis qué han st dung dugc ghi “EXP” tién bao bi,
Phat d& Lucentisxa thm tay va thm ohin clia tré em.
QUY CACHBONG GOI
Mbi bom tism déng sdn thube chira 1,65 mg ranibizumab-trong 0,165 mi dung
dich
HUGNG DAN SU'DUNG VA THAO TAC
Bom tiém dong sin thubc chi diing mt Hn (xem phiin LIEU LUONG VA CACH DUNG).
Bomi tiém déng sin thude v6 tring. Khong s dyng bom. tiém déng sZn thiéc néu bao bi b
hu hang, Sy vé ting cia bom tiém déng s&n thulc khéng duge dam bio trlr khi khay vén

cdn duge niém kin. Khong st dung bom tiém donig sin thubic néu dung dich b doi'mau, vén.

duc hofic 6 chira cae hat nhd.

D& fiém trong dich kinh, nén dling mgt kim ti€m 30G x ¥ inch.

P& chuin bj thubc Lucentis cho tigm trong dich kiinh, xin tuin th cdo hudng dan st dyngsau
day:

Pé muc. Huong dan So do/Hiith Anh
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Pé myc Huwéng.din

S0 d6/Hinh anh

+ Poc k¥ tht ca céc htwng -dan trude khi sir
dung bom tiém dong sin thude.

Bom tiém deng sin thuoc chi st dung

Kkhu#n. Khong sir dung san phém néu bao
‘1 bj hu hdng, Viée m& khay duge niém
kin va tht cd odc bude tiép theo phii duge
thye hién trong didu kiéri vo khudn.

L ¥+ Phai dink lidu dén 0,05'ml

mgt 13n. Boin tiém déng san thuoc vo |

Va6 th bom
tiém dong sin
thube

Vach chi lign
0,05 mi

Nip bug tiéin

“Tay.nfin ngén tay-

f!

Kirba Luer Mot caosu

Hinh 1

Cha piston

Chudn bi
cochlar

kin,
2, G nap khéi khay chira bom tiém va:

s dung k¥ thuat vo khusn, an bom
tiém ra’ mot céch cAn thin,

1. Phii chic chan [ hop thude cia ban |

o 1 bom tiém déng sin thube v6 |
khudn-trong mét khay duoe niém |

Kidm fra bom | 3. Kiém tradé chic chan:
fiem o nép bom tiém khong bi tach ra khoi
khida Luer.

o bom tiém khéng bi hir hong.

« dung dich thufc trong trong sué’g
khong méu dén méu vang nhat va
khéng chita bat ky tidu phéit ndo.
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Pé myc

Hudéng din

So d8/Hinh anh

7. N&a bat ky didu mdo néi wén khong
“ding: thi logi bd bom tiém déng sin
thube va sir dyng mt cal mdi,

bom tiéin

| Théo wip | :

5, Bat np bom fiém danh tach (khong
xoay hiojc van) (xem Hinh 2).

| 6. Loai b& ndp bom tiém (xem Hinh 3).

Gan kim

7. Gn chit mot kim tiém v khuin 30G
x Y% inch viio bom tiém bing cach vin
chit vao khoa Luer (xem Hinh 4).

8. Cin thén théo niip kim bing cdch kéo
né thing ra (xem Hinh 5).

Luu y: Khong lau kim bét-cir 1 nao.

Hinh 4 Hinh §
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A .
DE myc

Hiréng din

So' d6/Hinh anh

Bﬁy bot Ichi-

9. Chm bom tiém thing dimg.

10, Néu o6 bit ky bot khi nido, dlng
ngén tay ¢ nhe vao bom tigm cho.
& khi céc bot. khi di chuyén Ién

trén dinki (xem Hinh 6),

‘Dinh lita

1, Cim bom tiém ngang tm mit va |

¢An than ddy piston cho dén khi

canh bén dwéi vom chaniit cao su |
ndm thing hang véi vach ¢hi lidu

(xem Hinh 7).

o Ditu nay s& diy khéng khi va
dung dich thira ra v& dinh lidu dén
0,05 ml.

Lun ¥: cin piston khong gin véi nat

cao sy — ditn ndy 13 & ngin chin
khéng khf b hit vao bom tiém.

Tiém

Thii thuft tiém phai duge thyc hién trong

didu kign vo khudn

12, Kim tiém nén duge-dua 3,5 -4 mm
phia sau rla vio trong: khoang dich
kinh, trénh kinh tuyén ngeng v
hudng v& trung thm nhdn cdu.

13, Bom tit tit cho dén khi nit cao su.
déin duge day ciia bom tiém dé phan |

phéi mot thé tich 0,05 ml.

14. Nén sir dyng céc vj orf clng mac
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D8 mye Huong dan " S0 d&/Hinh anh

khéc dbi véi cdc mii tiém tiep theo..

15, Sau khi Hém, khiong day ndp kim lai
hofic tach kim ra khdi bom tiém.
Logi bt bom tiém da sit dung cling
véi kim trong thing chéa chét thai
sfc-nhon hoic theéo quy dinh ¢ha dia
phuong.:

P 3 i R

Nhix séini‘xudit:

Téh co & sén xuht:

Vetter Pﬁa rma-Fertigung GmbH & Co. KG

Dia-chi; Bisenbahnnstralie 2-4, 88085 Langenargen, Dirc..
Pién thoai: +49-(0)751-3700-0

Fax: +49-(0)751-3700-4000.

Tén co s dong goi thivcAp va xuft xwéng 16:
Novartis Pharma Stein AG

Schaffhauserstrasse, 4332 Stein, Thuy. 8§

Pién thogi: +41 (0)62 86861 11

Ngay xem xét sira dbi, cAp nhit Izi ndi dung hwéng din str dung thude:
Phién bén: IPL. Mar2014/VN Jan2017

Ngay phé duyét b&i Bo Y té:

® =nhin hi¢u d§ dang ky
Novaitis Pharma AG, Basel, Thuy 51

TUQ CUC TRUDNG
PTRUUNG PHONG

o, Chy T Ghy
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