RS
Patients suivis pour OMD injectes par IIuvien@"

&

1 mois apres le dernier Ozurdex <«

(‘g;
CHU de Nantes — Servic&ﬁ’Ophtalmologie
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Population analysée dans
I’étude ancillaire :

5 yeux répartis par centre
CHU Nantes : 5

Population source :

55 yeux |nJect%9‘°bar Fac dans les 5 centres

&
\e}

& participants

N
X
Qf.:

5 yeux injectés pour un cedeme maculaire uvéitique

) . S1 . O N4
<& 1 ceil avec délai de récidive sous DEg@nconnu
9 0
< 1 ceil perdu &
_\Q)" 7 . 7 ©
& precocement 1 ceil perdu précocement de&\g«fé
@qf) de vue &
1'Q . . . K . .
Q% 1 ceil avec intervalle d’w}%ctlon entre DEX et Fac de 2 mois
& <
& ;
o> &
&

Population analysée dans ILUV1MOIS :

41 yeux répartis comme suoi,t*

CHU Nantes:19 &
CHU Angers : 1 Q.ei°
CH Le Mans : 10

- CHU Rennesb@ﬁo

CHU Toutt : 4




Sexe :
- Homme
- Femme

Type de diabéte
- Typel(n)
- Type 2 (n)

Statut de la PPR
- Faite (n)
- Non faite (n)

- 18
- 23

- 39
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Efficacitée anatomique <
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. . I . \\6 . . .
Variation de | epaisseur des 1%@6 microns centraux au cours des 12 premiers mois
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50

©

Variation moyenne de I’Epp1000 au cours des 12 pr,gﬁ?iiers mois (MO = injection Fac ; Moyenne Epp1000 exprimée
en um a chaque visite et écart type représenté par les crochets)
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Efficacite fonctionnelle <
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Variation de |'acuité visuelle en ETDRS au cours des 12 premiers mois
90 ‘0(\&
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Variation moyenne de l'acuité visuelle en ETDRS au c%ufs des 12 premiers mois (MO = injection Fac;

Moyenne Epp1000 exprimée en um a chaque vjbg&e et écart type représenté par les crochets)



Traitements additionnels \5@‘&
\\QQJ6
Distribution et caractéristiques des yeux aygﬁ\t nécessité un traitement additionnel précoce avant 12 mois
&
&6

29 yeux avec %@ﬁi complet a 12 mois

xQ
i.-i..i"..l..l..""lq.‘ \0\8\\
“_l-. .l._.‘ G}‘\(\
- I . L™ <Q
ayant nécessité & (13,8%)4/29)de -, @
itionnel au cours des § Jralemeit additionnel &
. pharmacologigque a -
% cours des 12 pre@iers ,:
---------------------------------------------------------------------------------------------- E i-"'_, I'I'IGIS 60 .'bi
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PR
3/6 : injection &
N & /0 . reerearreneesens s emenensenney
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/\BE pillaires (accessibles a

% un traitement laser .
2/6 : laser f-:u:al @ ) |
P i identifiées sur I’ imagerie !

E ME‘ .(\0 H . x
& : multi modale pre Fac
0&6@@ : dans 5/6 yeux
o ..................................................
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Quels traltements a venir dans
| oegéme maculaire dlabe;uque

'® &o\\f

CENTRE HOSPITALIER
UMNIVERSITAIRE IXE MAMTES

A ."' : oo@‘w"*@\\& /CICr
Michel Weber /



les attentes / Tts actuels
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* Amélioration fgnctionnelle + importante

&O
09

* Diminutijgh du fardeau thérapeutique

qu}
@Q)

» Amélioration de la perfusion rétinienne#

S
x@*

* Prévention des complications deéj.a&RD
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Traitements en phase 2 ouefz\yant démontré une efficacité

<
&

Aflicbgrcept 8mg
. @f\ﬁSl "
* Anti-VEGF-A+
& | PDS
5| Thérapie génique : RGX 314, ADVM-022
» Anti<VEGF-C & D
* Inhibiteurs de Kallikréine _é@&&

* Inhibiteurs de Tyrosine Kinase &



Traitements en phase 2 gﬁ% ayant démontreé une efficaciteé

+  Anti-VEGF-A -

'

29
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@ﬁﬁ%ercept 8mg

KSI
PDS




Aflibercept 8mg

Intravitreal Aflibercept Ilybctmn 8 mg for DME:
48-Week Results From tl;}% Phase 2/3 PHOTON Trial

David M. Brown,' on ha@h of tha PHOTON study investig

Retirg f"-;)\@:u.!anr: of Texas, Housfon TX LISA

PHOTON Study Design

Prasantud at Arvrican Academy of Ophaimoiogy (AAQ) 2022, Ssptembar 30-Oct Multi-center, randomized, double-maskcd study in patients with DME*
Randomized 1 (2q8) : 2 (8q12) : 1 (8q16)

MNote: 2mg arm received 5 initial monthly injections versur Bmg arms, which received only 3 initial monthly injections

Primary EP at Week 48
Mean change in BCVA (Non-inferiority)

*Treaimant naive ard previously ireated
BCVA, besl comeciad visual acully, EP, endpoint



PHOTON: Dosing Schedule

! 1 T q
- 4
0
L

Note: 2mg arm™ received 5 initial monthly injections versus Bmg arms, which received only 3 initial monthly injections

Dose Rec:men Modifications (DRM) in Year 1 - 1 _
At Weeks 16 or 20, 8q12 and 8q16 patients meeting DRM DRM Critoria for Shortening Dosing interval:
criteria will be shortened to Q8 >10-lettsr loss in BCVA from Week 12
At Week 24, 8q16 patients meeting DRM criteria will be due io persistent or worsening DME
shortened to Q12 AND

At subsequent dosing visits, Bmg patients meeting DRM
criteria will be shortened by 4 weeks
Minimum interval for all patients is Q8

=50-micron increase in CRT from Week 12

Stippied boxes = initsal treatment phase, X=active injection; o=sham injectons
MNote: Figure doss not reflect all dosing options once & patisnt is shorened, No extenséon of nierval was aliowsd in ihe firsl year




PHOTON: 48-Week BCVA
Primary Endpoint Met in Both 8mg Groups

3CVA Change from Baseline

LS mean change from BL

i i . 1-sided test for non-inferiority
at Week 48 (MMRM) Diff. in LS means vs. 2q8 2-sided 85% C!

at 4-latter margin

2q8 8.7
8q12 8.1 -0.57 -2.2G, 1.13 p <0.0001
?.2 A1 Ad i) N 149 - f 124

Dbserved valuos (consoring data post intercurment event FCE]D; FAS: 2o8 n=187; 8g12 n=328; Bg16 n=163 (al basaling)



Mean Change in Central Retinal Thickness

Note: 2mg arm received 5 initial monthly injectiuns versus 8mg arms, which received only 3 initial monthly injections

Despite fewer initial monthly dosss, 8mg exhibited longer duration at each matched interval,
thus achieviny similar retinal thickness to 2mg by Week 48

12 19 20 24 28 32 36 40 44

165 2q8
172 8q12

15 +

1 10 4

35 1

0 4 B Bq12:20 24 36
Weeks from Initial Treatment Phase 24 28 44

First matched inanal Second matcted interval Third maiched interval
Dbserved values (censonng data post ICE) FAS: 2gB n=167; Bg12 n=328; Bq16 n=163 [at basalme)




PHOTON: 438-Week Results

Large Majority of 8mg Patients Maintained Randomized Interval

g

8g12 (n=300)*

ME
93% of 8mg patients maintained

dosing intervals 212 ‘weeks

Q16
89%

8916 (n=158)"

All 8mg (n=456)

*Patants shortoned based on DRM assessments al some poind ihwough Woak 48

*Patients complaling Weak 48




N (SAF)

Patients with
2 1101 AE (%)"




Full-length anti-VEGF antibody 5t§33lv linked
to a biopolymer (Kodiak Scmrzéesl

&O

High molecular wmght @creasea drug
retention time in ‘u’lt{fEDUS = enhanced
durability @Q

\)6\

KSI-301 is |@,]%cted intravitreally

GLEAM AND GLIMMER study is currently in
phase 3 trials

Linkage Vo o g
ANTIBODY BIOPOLYMER
G 1 Anlibody Branched
Imert Immune High Molecular Weighi
Effector Function Oplically Claar
Phosphoryicholine Polymear
MTEEDD&%IQPGL‘I’MER CONJUGATE
KSI-Q,G‘? is an intravitreally injected
> anti-VEGF ABC
Q)K@Q
Molecular weight <> 950 kDa
&
Clinical dose .@06@ 5 Mg (by weight of antibody)
&
\\"'o
Equivalent molar dug;@ 3.5
<z>°
Equivalent ncuﬁf P 3
®Q~
@
Equlvalgﬁt ocular
-:oncgﬂ‘lratmn at 3 months 1,000
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Kodiak Sciences Completes Enroliment in GLEAM and GLIMMER Phase 3
Clinical Trials of KSI 3@1 in Patients with Diabetic Macular Edema

&
@
\S\Q’&
<0 @
o2 &
L] L] L 66 ¥ \00
— Over 900 patients with diabeti macular edema enrolled worldwide &
x9 <
&‘3{\ &\\

PALO ALTO, Calif, Feb. 3, 2@22fF’HNEWS‘WIFEf— Kodiak Sciences Inc. (Nasdaqg: KOD), a blopharmageutlcal company
committed to reses rcl%mg developing and commercializing transformative therapeutics to tt;e*at high prevalence retinal
diseases, today annqﬂnced that it has completed enrollment in its GLEAM and GLIMMER Rﬁa.-ae 3 clinical trials of
KSI-301, KDdEkS@‘ﬁtl-VEGF antibody biopolymer conjugate, in patients with diabetic maﬁ’cular edema (“DME").

50\\}0 'e?

“Diabetic ngﬁr:ular edema is a leading cause of vision loss in working-age people, Qﬁd the treatment burden imposed by
current FD.ﬂ. approved anti-VEGF therapies is challenging for many DME patlem " said Jason Ehrlich, MD, PhD, Kodiak's
Chief Medical and Development Officer. “We are very pleased to have com ;%hﬁted enrollment in our GLEAM and
GLIMMER pivotal trials, where we are studying KSI-301's potential to be eblﬁ-nger lasting DME treatment - as infrequent
as once every six months. Enrollment is also proceeding well in our Gg@%\f Phase 3 clinical trial, where we are studying

every six-month dosing of KSI-301 in non-proliferative diabetic rla-tlr't;zh;::athyr patients who have not yet developed DME."



Le Port Delivery System avec ranibizumab (PDS)

Libération intravitréenne en cor:itinu d’une formulation spéciale de ranibizumab

» Implant permanent, re-remplissable

» Contient une formulation spéciale de

ranibizumab a 100 mg‘mL
Extrashcleral /
» Implanté chirurgicaiement au niveau de la T
pars plana eﬁg;’;gg Mt

» Re-rempli zu cabinet

oS

E il
Release control \: i |

element N
—

26 mm

© 2021 F. Hoffmann-La Roche Ltd. All rights reserved.

&

a,
a The US Food and Drug Administration has issued a boxed warning for the PDS because it has been associated with a S-w%igher rate of endophthalmitis compared with monthly intravitreal injections of ranibizumab.!

1. Susvimo [prescribing information]. South San Francisco, CA: Genentech, Inc.; 2021.
FDA, US Food and Drug Administration; nAMD, neovascular age-related macular degeneration; PDS, Port Delivery System with ranibizumab; VEGF, vascular endothelial growth factor.




. Concue pour évaluer ! efficacité et la tolerance du PDS dans

le traitement de

Patients avec un OMD
impliquant le centre de
la fovéa

N = 545

Objectifs de i’étude
Efficacité =t tolérance

4 doses d’induction d’injection intravitréenne de
— ranibizumab Q4 +
PDS avec ranibizumab 100 mg/mL Q24W

~ Semaines 60 et 64 ~ Semaine
" Critére primaire ~ 120 Visite
finale

Variation de la MAVC entre l'inclusion e(;ﬂ%(o moyenne aux semaines 60 et 64

NCT04108156.

PDS avec ranibizumab
100 mg/mL Q24

0
Q!
(19

ort | ':elwery -ystem MAVC, meilleure acuité visuelle corrigée; OMD, cedéme maculaire diabétique;; PDS, Port Delivery System avec le ranibizumab; Q4, toutes les 4 semaines; Q24, toutes 24 semaines.

with ranibizumab



. Concue pour evaiuer |'efficacité et la tolerance du
PDS dans le traitement ce la

) 2 doses d’induction de ranibizumab en intravitréen Q4 + Kg@‘
Patients sans OMD PDS avec ranibizumab 100 mg/mL Q36 &

\\

- O PR
impliquant le centre @ &

, g
la fovéa 0096 Critére primaire _
~ e:\ >  Semaine 52 » Semaine
N = 160{066\ 1122
N

Q
. . b 1y s 3
Obectlfgde I’étude @Q‘odoses d’induction de
L , . » bizumab en intravitréen Q4 +
Efficaci#® et tolérance Visites d’étude Q4 {gﬁi PDS avec ranibizumab 100

mg/mL Q36

Pourcentage de patients avec 2 nivealﬂm’%u plus d’amélioration du
ETDRS-DRSS depuis 'inclusion &

pR%)

Critere Primaire

aLa fin de I'étude est définie comme la derniére visite du dernier patient. La durée de I'étude dépendra de I’:\%ﬂﬁation du PDS par les autorités de santé et de la décision du promoteur. Dans le cas ou le PDS
recoit une approbation avant la semaine 112 du dernier patient dans I'étude, le promoteur pourra demande réaliser la visite finale avant cette date. Pavilion: NCT04503551 OMD, cedéme maculaire diabétique;
RD, rétinopathie diabétique; DRSS, Score de séverité de la rétinopathie diabétique; ETDRSS, Early Treatment Diabetic Retinopathy Study; PDS, Port Delivery System avec ranibizumab; Q4, toutes les 4 semaines;
Q36, toutes les 36 semaines.

Jelivery System



Port Delivery System

with ranibizumab
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USM Dgeear Investigator Letter

Sponsor Contact
Information

&

g

Dr Chr&opher Brittain

Vlc:g@resment Global Head of Ophthalmology
Qénentech Inc, A Member of the Roche Group
< DNA Way South San Francisco CA 94080

Medicinal Prnduc% N

Port Delivery System with ranibizumab (PDS) (RO4893594)

oé_

Topic of Sa{aty
Cnmmurgb‘ahnn

USM DIL: Pausing Implantations in PDS Studies and Update
on Septum Dislodgement

Study/Studies
O

&

—TGRAU52Y, GRAU550, GRATG75, WRAZZZT, JRAZT52,

YR42983, ML43000, MR42410

q:’_\/

below.

’\® . s » . . .
& Dear Investigator Letter Approval Date: See date in the electronic signature manifestation @Q

@
&0&
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GENE THERAPY S‘UPRACHOROIDAL DELIVERY
RGX-314 for the Treatment of Dlahept Retinopathy (DR)

@K 314 PRODUCT CANDIDATE

i [ - = Q
' Vector: AAVE Gene® 2nti-VEGF fab
< ’ /\gl > Mechanism of action: 5@

# Reducing leaky blood vessel fq:&\]ﬂtlﬂn
2

Route of administration: & by giving ocular cells the at%lti‘tv to
_ © produce an anti-VEGF fabg?»
Subretinal (nNAMUD] or ®,§O\>% @®®Q
Suprachoroidal .-I.a'-,'-:.(bs,g‘é‘"x 0(\@
N &
.(\Q ©
&> &
: oQ. ¢
) | & .. RGX-314
o —. Leveraging current & o = .
S O 7 sandardofcare =[] Mvsencodn
in transgene 3 i+ anti-VEGF fab
S
/\0"% C
* FDA-approved mAbs and mAb fraﬂmgﬁ Potential for long-term therapeutic
that inhibit VEGF are used for the <b anti-VEGF expression

prevention of DR cnmphcatmn&“

* RGX-314 gene encodes an giiti-VEGF

mAb fragment (fab) ©>°
3
More efficient gene delivery to the RPE' o



RGX-314 (n=15) at 3 months
-

RGX-314 (n=15) at 6 months

90 @ 90
E S ¢ i N
80 : & 80 : (\e} 22-step
i {06“” ' S improvement:
i
70 P 70 i Q° 47%
| 9& : 22-step | &
60 PO improvement: 60 : &8
£ & ' 33% G : nNd
n &% 2 50 L
g v ) F
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2 40 e ! s 40 \4
<& ' = Q; i
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& L]
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: | - ;oS0 m
23 1 ' 24° 2 |
Steps Steps Step | Change - Step Step'.s. Steps SQE Steps Step : Ehange Ste-p SI!Eps Steps
' 1
DR Worsening | [lH Improving Q}\Q DR Worsening ' DH I:rnpmwng
F R — 1 il s ng‘* _______________________ i il
Change in DRSS Score >°§ Change in DRSS Score
Dats cut: January 18, 2022 q/©

L Cne study eve [DR23 61 o badeting) recerved & Wnghe Lucents mpection B days after RGX-314 dosing for trace int'mq@(k'norrhut_ which wai 10 weeks pnos to thest 3 month wistl when DRSS was assesied
i Cnee patient had a 4-5tep Fmprovement
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ADVM-022 - Sur la base des données intérmédiaires de la phase Il INFINITY, le
développement de [ADVM-022 a ete mterrompu poour 'OMD

0

Q&
\\o
INFINITY Study: Week 24 Primary Endpoint — Time to worsghlng of
DME disease activity

Kaplan Meier Curve: Proportion of Patients Supplemental Aflibercept Injection Free QQS Time
Time to Disease Worsening (First Supplemental Injection)® \&\QJ
O

101
£ .
': = - AWHHTZ&‘,!D" pls with AFL; N=3 (28%)
8 \4
4 o o
E3 ‘e'('g
is N
! e o ©
E ADVM.022 6X10° M *O
- ADVM-0Z2 6X10™ v l () B24 b
4 . K<)
z ey &0 u <D (" Allpatients have
. \Q;" completed through
uuuuuuuuuuuuu {#\mum 2 Week 24
ADVE-OZ2 BX10" 120 unn 7Ny 12 12 e nw "H L] aa i
itz : ! _Q\_ X Median Follow-up
Qj. \_ approximately 30 weeks /
(]
;\§\

Mean BOVA change
fram B to week 34

£
% Mean CST £ SE pm Mean BCVA: SE, Letters
NERESS 2 e e 2w 9

{

ADVM-022 610V 12 u

- Peu de patients ont nécessité une IVT de secours avant la semaine 24

- Amélioration d’au moins 2 stades de la rétinopathie diabétique chez pres de
50% des patients (doses 2x101! et 6x10%)

- Stabilité de I'acuité visuelle (dose 2x1011) et de la CMT (doses 2 et 6 x101%)
jusqu’a la semaine 34

i ADVM 027 6X10° 6.9 letters

Délivrance gene de I'Aflibercept via un AAV7.m8

AAV.TmE
capsid®

l,r/’ \ Q9
| RN? Yago

Aflib i i .xQ’
D e At @
Aflibercept Expression Cassette Target Retinal Cell Expresses Aﬂiberce&@
T N
Strang, Ubiguitous Promoler Designed - )
[ for Robust Protein Expression ] [ Codon-Cplimized cDNA )Q) ]

&Q;
Dans l'essai INFINITY, une dose limitant la (@OXICIte de [I'hypotonie
(diminution de la PIO) a été observée chez les p%tlents traités par ADVM-

022 a forte dose b&’
3 patients ont eu une hypotonie sévere g,ﬁl a nécessité une intervention
chirurgicale 4

« A 6x10" vg/ceil, les patients ag,a/\lent besoin d’un traitement
supplémentaire pour I |nflamﬁatlon au-dela du dlfluprednate
* Aucune réduction cllnlqueiment significative de la PIO n’a été
observée dans le grogp% 2x10"" vg/cell
* La difféerence dans Lfs profils d’'innocuité entre les études OPTIC et
INFINITY souli nﬁ Pla nécessité de prendre en compte les
comorbidités geveres des patients atteints d’OMD (y compris
I msufﬁsangé rénale).
\\}(\
Le plan de @éveloppement de ’'ADVM-022 a été abandonné pour ’'OMD et
se concelp'{tl'rera sur la DMLA et a faibles doses (2x10"" vg/oeil ou moins)

David S Boyer, Communication orale AAO 2021



Traitements en phase 2 ou@fayant démontreé une efficacité
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OPT-302: Inhibitor of VEGF-C.and -D

Intravitreal OPT-302 combination therapy maz&ﬁ‘hpmve outcomes in DME

OPHTHEA 00@"‘ -
Clinical Data: VEGF-A Inhibition Upregulates VEGF-C/D  VEGF-Cis elevated in diabetic l'F:tH"H:Ji::-:rﬂth‘sf
*\g 3nd \FI[FEDUS IE"H"'EIS Df VEGF D are EIEVEtEd
o)
o in diabetes NS
Q}ée R
P \\
° 'VEGF-C/-D are upregulated@ﬁq response to
2,500 - 1088 - :9155% ‘ <@
£ =« -- VEGF-A suppression &
2,000 - | 69 .- &
; J el K
Ell'm ] g 6.00 537 _.--"" 2 6
i P "~ OPT-302 cumbmg«ﬂnn therapy targets this
| | | escape mech%msm with broad inhibition
o . of the VEGEAVEGFR pathway
Baselline 1m 2m &0\
1 !
Bevacizumab Bevacizumab OPT- 3Q2°cumb|natmn therapy demonstrated
_ 5uggﬂ::«r|w in BCVA gains from baseline to week 24
hegogeresss Angoiness gjver anti-VEGF-A monotherapy in treatment naive
e ' Q.@ patlents with nAMD*
) DPT'*J’G‘_'? is_a_sﬂlthe VEGFR-3 r_"apr fufjinn pmtein © > OPT-302 in combination with anti-VEGF-A therapy
* Potent inhibitor of VEGF-C/-D interaction with VEGFR-2 & VEGFR-3 <& completely blocks VEGFR-2 & VEGFR-3 signalling

* Existing therapies target VEGF-A but not VEGF-C or VEGF-D
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Mean Change in BCVA - Baseﬁne to Week 12

Exploratory Subgroup Analysis in patient ulation with a prior treatment history of previous aflibercept

Mean Change in BOVA

Baseline to Wrek 12

Mean Change inBCVA
Baseline to Week 12

S\@)
. \é
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& A=4+3.2 &

g4 <« <
- 153 & 6.4 letters
E Q\QD Q¥

Y
£ a° 64
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50\\}% i 3.4 IEttEI"S
© 4 -
v
o
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v
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: © .
Bl srem + zomganiwercept (n=13) [ 2.0 OPT-302 + 2.0 mg afiibercept (n=22)
[9)




THR-149 - Inhibiteur de Plasma Kaliikrein
Etude Kalahari, Phase 2 chez des patients de@fraltes avec OMD

£ B

Dose level selection
Randomised 1:1:1

Number of subjects:

= * All Treated Set: 23 subjects
\\, -
® &‘?R 1490.01mg @ THR-1490.04mg @ THR-149 0.13mg * ParPrototal 56520 stibjects
Q
\2 A A
N4 & o
DME patients with suboptimal &0\) "} /} 4 @
response to prior anti-VEGF o’ ® 3 ® Key endpoints: 0@\
beatReTy ‘0%0 | I l * Systemic & ocular AEs an@
* CST=320um \,e‘ ® ® ® SAEs \\0
« <73and 239 ETDRgﬁners | I | « Mean change in ETBRS letter
* >5 anti-VEGF |r%e Stions ® ® ® score from Basqt@\e
* Last injecti ‘%fllbercept ' l ' * Mean Cha”§° in CST
3-8 weekg. ior to Screening D1 M1 M2 M3 M4 M5 M6 from Bag’hne
& : : : : ‘ : &
QP\} — l @Q
. Screening l Dose-level Selection \‘)\Q’
0 B 3
\)6\ for Part B ’&
Y o
© Q
Qq?/ ® THR-1490.01mg (N=6) @ eﬁ%—mg 0.04mg (N=6) @ THR-149 0.13mg (N=8)
&
= @Gain de 6,1 lettres apres 3 IVT post 15 © 200 .
B N
switch, maintenu a 6 mois g5 10 e g 1 |
2 g <2 o =
= Maintient de I'ECR. gz .| & Baa 10 |
= Ladose élevée de 0,13mg a été retenue 2y | o 55 *
. Y4 . . \ S T!n; | _ ‘\\'T g 2 0 4 [ T
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