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Beovu® - brolucizumab
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#Disease activity assessments were conducted at pre-specified visits by the masked investigator. Presence of disease activity )@éodetermined at the discretion of the masked investigator and supported by protocol guidance based

on dynamic functional and anatomical characteristics. Patients were assessed by the masked investigator regarding the optipﬂ,to extend the current treatment interval by 4 weeks based on a one-time DSA at Week72. For patients

that the investigator decided to extend, treatment schedule was adjusted accordingly. However, after Week 72, if DA Wasd'&ntified at scheduled treatment visit the patient was assigned to g8w. *Adjustment related to DA only

occurs at scheduled treatment visit. Sham injections were administered to maintain masking. Visual and anatomic assessments were made prior to all injections. BCVA, best-corrected visual acuity; DA, disease activity; DS, disease

stability; EOS, end of study; q8w, 8-week dosing interval; q12w, 12-week dosing interval; 16w, 16-week dosing interval. éegl”o et a| AnglogeneSIS 2022
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Disease stabillity assessment N l DAA with impact depenciiﬁon patient
(DS e.g. no DA during last 2 DAA visits) specific treatmenschedule

#Disease activity assessments were conducted at pre-specified visits by the masked investigator. Presence of disease activity @é determined at the discretion of the masked investigator and supported by protocol guidance based

on dynamic functional and anatomical characteristics. Patients were assessed by the masked investigator regarding the optipﬂ,to extend the current treatment interval by 4 weeks based on a one-time DSA at Week72. For patients

that the investigator decided to extend, treatment schedule was adjusted accordingly. However, after Week 72, if DA Wasd'&ntified at scheduled treatment visit the patient was assigned to g8w. *Adjustment related to DA only

occurs at scheduled treatment visit. Sham injections were administered to maintain masking. Visual and anatomic assessments were made prior to all injections. BCVA, best-corrected visual acuity; DA, disease activity; DS, disease

stability; EOS, end of study; q8w, 8-week dosing interval; q12w, 12-week dosing interval; 16w, 16-week dosing interval. éegl”o et a| AngiogeneSiS 2022
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Full % 2ot LOCF, LS m, k differences in BCVA (brolucizumab-afibercept, 4)in KESTREL (=1.7; 95% Cl =3.8,0.4) and KITE [2.6; 955, C1 0.2, 4.9]. LS mean and SE n:'!;g@?l-‘!ﬂ are analyzed using ANOVA model with baseline
BCY Bgones (=63, ‘,ﬂ; lers), age cat E‘gD”E‘E 263 years) and treatment as fixed effect factors. BCVA, best comected visual acuily BRO, brolucizumab; Cl. confic "‘e interval: ETORS, Early freatment diabetic retinogathy
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* Non-infériorité fonctionnelle démontrée pour le broluuzurga% vs aflibercept

* Gains de la MAVC réalisés avec 55,1 % des patients sous@‘roluuzumab maintenus en Q12 jusqu’a
S-52, immédiatement apres la phase d’induction q@°
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A 2 ans : Maintien des gains d’AV sous broluuzumab,%@“bmparables a l'aflibercept, avec moins d’IVTs

Regillo et al Angiogenesis 2022
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* A2 ans: Maintien des gains d’AV sous brolucizumab, co@garables a I'aflibercept
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* Contexte: Lg@resolutlon des fluides est le but thérapeutique prmcnpeaﬁf des anti-VEGF
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* |Impact de I'asséchement ? ¢

* Temps écoulé avant 'obtention de | assechg?nent (IRF/SRF) ?
*  Temps écoulé avant 'obtention d’un asgé‘chement prolongé (absence

IRF/SRF sur deux visites consecutlve,§@$
1 D'aprés Ip, AAO 2022



Les OMDs les mieux asséch&s ont les meilleurs gains d’AV
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Répartition des taux d’as%éghement en fonction des
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Délai pour l'obtesition de 'asséchement
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IRF + SRF
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Délai pour 'obtentions’un asséchement prolongé
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Toléranet a 2 ans
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& KITE
ée‘@ Brolucizumab Aflibercept
c;\\°° 6 mg 2mg
Adverse Event & (n=179) (n=181)
Patients with g\o‘k@%, n (%)*
Ocular (stygly eye) 73 (40.8) 74 (40.9) N
Nonocug? 136 (76.0) 141(77.9) &é“
<
Patiengdwith 21 serious AE, n (%)* 0&@\\“
Qelilar (study eye) 5(2.8) 3(1.7) o
Nonocular 48 (26.8) 58 (32.0) 00@“
g "
Q,%*OPatiants with 215 letter loss from &
o i 4(2.2) 6(3.3) &
& baselineatWeek 100, n (%)t e
@
& Death, n (%) 13 (7.3) 9(5.0)
©
S AEs of special interest (study eye), &
©
Endophthalmitis 2(1.1) 104@?5)
S
Intraocular inflammation?® 4(2.2) <@ 3(1.7)
- including Retinal vasculitis® - %o"& -
Retinal vascular occlusion 1° (0.6) Qp‘\\& 1°(0.8)
P
(\0

Medical Dictionary for Regulatory Activities Version 24.1 (KESTREL) and 24.0 (KITE) used for the reporting of adverse everh@
AE with a start date on or after the date of first study treatment administration were counted. *A patient with multiple occugggrices of an AE for a preferred term or system organ class was counted only once in each specific category.
aPercentages of patients with intraocular inflammation and percentages of patients with retinal vasculitis cannot be ad up. °No patient with both RO and IOl in KITE

Safety Analysis Set; T Full Analysis Set-LOCF; *2 patients experienced also |0l; # 1 patient experienced also 10I; Aﬂ,gadverse event; LOCF, last observation carried forward, RO, retinal vascular occlusion; RV, retinal vasculitis

Regillo et al Angiogenesis 2022
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Avis favorable ew“opeen pour le brolucizumab
dans Ia” BAV secondaire 3 'OMD
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The CHMP adopted vaonew indication for visual impairment in diabetic macular cnederng.p “The full indications
Q
for Beovu will thei'efore be as follows:? @
@e '/\00
. - . . D
ngi!u is indicated in adults for the treatment of &

ol R

¢ neovascular (wet) age related macular degeneration (AM&?\) (see section 5.1),
e visual impairment due to diabetic macular oedema (DME) (see section 5.1).

Y- - - - - -

Opinion du CHMP du 24 fév 22
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EVALUER LES TECHNOLOGIES DE %éﬁ‘uTE
\

&

AVIS SUR LES
MEDICAMENTS

brolucizumab
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BEOVU 120 mg/ml,

Solution injectable en seringue pré rg&ﬁ:lle et solution in-

jectable en flacon

Premiére evaluation

i
o

é@

Adopté par la Commission Qef‘}a transparence le 14 septembre 2022
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L’essentiel

lesquels la prise en charge du diabéte a été optimisée. v

- . )
Avis défavorable au remboursement dans les autres cag?

Quel progres ?

chez lesquels la prise en chargﬁ' du diabéte a été optimisée.

QO
Avis favorable au remboursement, chez I'adulte, dans le traitement &% la baisse d’acuité visuelle
due a 'edéme maculaire diabétique, en cas de forme diffuse gﬁ de fuites proches du centre
de la macula, chez les patients ayant une acuité wsuelle/\mf-ferleure ou égale a 5/10 et chez

Pas de progrés par rapport a EYLEA@\?Ilbercept) chez 'adulte, dans le traitement de la baisse
d’acuité visuelle due a l'cedeme magﬁﬁalre diabétique, en cas de forme diffuse ou de fuites proches
du centre de la macula, chez IeS@ﬁatlents s ayant une acuité visuelle inférieure ou égale a 5/10 et
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AVIS SURLES  brolucizumab ®
MEDICAMENTS &
= BEOVU 120 mg/ml,
N
Solution injectable en seringue prérg&\%!ie et solution in-
jectable en flacon ,\0\3\ -
. X
Premiére evaluation éefa‘ ‘(,\@}b\
Adopté par la Commission Qe,‘% transparence le 14 septembre 2022 Qj}\
- &6\\‘9 s &Q}\Q
o& . s . - ®Q®
@j\ Place de BEOVU (brolucizumab) dans la strategie therapeutique : 6@@
2
<‘><§ | Comme LUCENTIS (ranibizumab) et EYLEA (aflibercept), BEOVU \Qﬂ?olucizumab) est, chez
¥ , . - . . S . .
o® . I’adulte, un traitement de premiere intention de la baisse de | acuﬁ visuelle due a un cedéme
bqu’ maculaire diabétique en cas de forme diffuse ou de fuites pr@ehes du centre de la macula,
. g r = o ~ - , O .
50‘;\0 | chez les patients ayant une acuité visuelle inférieure ou eggl% a 5/10 et chez lesquels la prise
. ~ ry - . <&
N en charge du diabete a ete optimisee. &
v ?
v

&
Le choix entre les anti-VEGF [ranibizumab (LUCEN'&@’;, aflibercept (EYLEA) et brolucizumab
(BEOVU)] et OZURDEX (dexaméthasone en impla)\q})ﬁntravitréen) dans le traitement de premiére
intention chez les patients pseudophaques restgs@ I'appréciation de I'ophtalmologue qui tiendra
compte des caractéristiques ophtalmologiquesgfe I'ceil traité [antécédent de glaucome ou d’hyper-
tonie oculaire, statut du cristallin (phaque oikpseudophaque), antécédent de vitrectomie], du stade
de la rétinopathie diabétique, des ante’%é%leents cardio-cérébro-vasculaires, de I'age du patient et

de ses capacités a observer le traiterggé%t.
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Vabysmo® - faricimab



Propriét@@%u faricimab
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* Anticorps bi-spécifique &
Site fixant Ang-2
Site fixant le VEGF-A é&\""
* Permet & Ang-1 de se Réduit la dl,foSIOI’l vasculaire Q,"’é
refixer 3 Tie2 ° Inhibe la néovascularisation Q@{&»}\
* Favorise la stabilité ée@?’
vasculaire &
0 .
* Controle I'inflammatigs Effet synergique Ang-2/V®§€F pour favoriser
Ve Kl 7 ‘ . . .
&e@ I’hyperperméabilité vastulaire, I'apparition des
N\
o néovaisseaux et I’m‘}ammatlon
(19({)/ s ‘0
Fragment Fc L'inhibition cq&nbmee des deux voies de
Limite I'exposition systémique 5|gnaI|sat|gﬁ diminue de maniere prolongée
Limite le potentiel inflammatoire non seéd?ement I’hyperperméabilité, les

neogg&lsseaux et I'inflammation mais réduit aussi
\Lq\eﬂsque de fibrose /
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Anti-VEGF/Anti~Ang-2 Year 2 Outcoms's for Diabetic
Macular Edema and Neovasgfilar AMD
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Jennifer 1. LimcfiD &
D @
University of |||ir;@§°at Chicago {\@\\
Marion Schenk Chair in Ophthalmology, UIC Dlsg@ulshed Professor, Vice Chair, Director of Retina Q'b
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On behalf of the YOSEMITEIRH{GE and TENAYA/LUCERNE Investigators ©
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Presented af the Ameﬂmbﬂcadamy of Ophthalmology 2022 Retina Subspeciality Day | Chicago, IL | Sept 30-Oct 3, 2022 :\0
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D’apres Lim, AAO 2022
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Yosemite &Rhme Design

Primary Endpainl'

Faricimab
6.0 mg QBW

Faricimab
6.0 mg PT1

Aflibercept
2.0 mg QBW

Qq-mau u1z1szoz4zanuqumumnm«%uu
2

o Time, Weeks <&

o

.ﬁigmmmmmumggmmmumm ] sham -P‘l"lwll{mgluﬁm\gfnﬂm H Final stuay vist

F

MAINTAIN DECREASE

Dosing intervals extended by 4 weeks (up to Q16W) lﬂtmnlmd or reduced by 4 or 8 weeks
(as low as Q4W) based o T and BCVA

PTI
algorithm —./

D’apres Lim, AAO 2022
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Yosemite & BHine : Résultats
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Gains d’AV et meilleure réduction de 'ECR a 1 an, conan;ﬁ%s a2ans
Moins d’IVTs dans le groupe T&E o>

D’aprés Lim, AAO 2022
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Yosemite & Rhjsle : assechement
&QJ

Patients With
Absence of DME, %2

$ 331833

g2 g 3
* 2

nce of IRF, %*
\3
%,

Patients With
39

*'-*h@g

v
B
_YOSEMITE/RHINE Pooled oy"
- &QQ& -
Cr (%) -
at o
weeks 92-100 &
e
w7
ng\%ﬁn
&>
o2
o 4 Q‘,’J@‘ﬂ1&NNHHHHMHHMHHHHHWHHHHWQ@&
o &
Y- I
.(\0 Ko
Ql?l\\ g Proportion st
& 10
[\

D’apres Lim, AAO 2022
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Yosemite & Rhine : Espa@\gﬁment des IVTs dans le bras T&E
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Week 52 ° Week 96
(n = 594)1 (n = 557)°
<9 .

Q.
* A2ans:80% atteignent q12, 60% gfteignent q16
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D’apres Lim, AAO 2022
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Le brolucizumab et le faﬁ"cimab :
— resultats fonctlcmnels identiques vs. aflibercept en g8. &
— Semblent plgsr% assechant &

— Profil de; «tolerance semble favorable &

(\Q:

Bl%ﬁcot disponibles : &
— Le brolucizumab a été validé dans cette |nd|cat|on apar I’'EMA et la HAS
— Le faricimab a été validé sur la base des donn%e% a 1an parla FDA
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