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Déclaration d’intérets

« AbbVie
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« Allergan
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Les voies de développement clinique € DMLA
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La voie des Angiopoiétines
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2 molécules en voie de développeriient

2

e Nesvacumab des laboratoires Rege,Q(&R)n/Bayer

» qlg mois d’avance dang Son' developpement clinigue
(0

e RG 7716 des Iaboratqbné?s Genentech/Roche

RG7716 bispeciiic Cross MAb REGN 910

Disabled Fc
region

REGN 910-3 Co-formulation

Hépitaux de Lyon



Etude de phase | associant un anti-VEGF a un

inhibiteur d’Ang2: nesvacumab+afiibercept

Evolution de I’AV et de ’ECR dans la cohorte nesvacum%l%é}ng + aflibercept 2 mg
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Etude de phase Il nesvacumab+aflibercept

ONYX - DMLA

Study title: A Randomized, Double-Masked, Active-Controlled, Phase 2 S gf the Efficacy, Safety, and Tolerability of
Repeated Doses of Intravitreal REGN910-3 in Patients With Neovascu{q&\ge-Related Macular Degeneration
. at™
&°

Objective: To compare the efficacy of intravitreal (IVT,-administered REGN910-3 compared to intravitreal aflibercegt
improving BCVA in patients with AMD
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Randomized, multicenter, double-masked, active

Primary endpoint:
Change from baseline BCVA (
(ETDRS) letter score at week 12 {g

https://clinicaltrials.gov/ct2/show/NCT02713204?term=regn910-3&rank=2 —
https://clinicaltrials.gov/ct2/show/NCT02712008?term=regn910-3&rank=3 Hépitaux de Lyon
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https://clinicaltrials.gov/ct2/show/NCT02713204?term=regn910-3&rank=2
https://clinicaltrials.gov/ct2/show/NCT02712008?term=regn910-3&rank=3

Etude de phase Il nesvacumab+aflibercept

RUBY- OMD

Study title: A Randomized, Double-Masked, Active-Controlled, Phase 2 S gf the Efficacy, Safety, and Tolerability of
Repeated Doses of Intravitreal REGN910-3 in Patients With Diabetic I\/{q& ar Edema
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Objective: To compare the efficacy of intravitreal (IVT,-administered REGN910-3 compared to intravitreal aflibercept i~
improving BCVA in patients with diabetic macula: =dema (DME).
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Dernieres nouvelles ...

(2
REGENERON o
November 27, 2017 Q(o"
\ <L
Regeneron Provides Update on EY&EG\%) (aflibercept) Injection and Nesvacumab (Ang?‘é\"'e
Antibody) Combination Program,o* N\
/a,Qb 9"\

e
TARRYTOWN, N.Y., Nov. 27, 201 (‘{PgNewswiref‘ -- Begeneron Pharmaceuticals, Inc. (NASDAQ: REGN w announced

that results from two Phase gb%ies that added the angiopoietin2 (Ang2) antibody nesvacumab to,gﬂ_ A® (aflibercept)
Injection did not provide @ﬁlcient differentiation to warrant Phase 3 development. The RUBY s@d? evaluated patients with
diabetic macular ed (DME) and the ONYX study evaluated patients with wet age—relate@ﬁcular degeneration (wet

AMD). EYLE? were consistent with findings in previous clinical studies. There ? o new safety signals in these
studies. % X o)
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Une molécule originale

o
« Le RG7716 est un anticorps monoclonal bispg@ﬂ%{ue comprenant un fragment
Fab anti-VEGF, un fragment Fab anti-Angg‘m‘aun fragment Fc désactivé
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Mécanismes d’action du RG 7716

RG7716 Neutralizes Both Ang2 and VEGF-A
Maintains homeostasis and healthy vasculatute

Pericyte

Basement

e * Reduced fluid leakage and neovascularization 6\"

Endothelial JEN + Less disruption of photoreceptors for mprovgd‘)lsmn

cell

Tie2 Stabilizes endothelium
= and maintains pericytes
receptor,
Q@%ces influx of
gffammatory cytokines
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Phase |

RG7716 Ph1 Safety / Tolerability and Efficety Summary
Treatment refractory patients with average @isease duration of 2.9 years

Safety
« Single and multiple dose injectionsiWere safe and well tolerated up to the highest dose tested

- No dose limiting event was observed
— No unexpected AEs relaied to the procedure of IVT injection or progression of the disgase

Efficacy: 28 Days\arter last dose
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Single Dose Multiple Dose (6mg) Multiple Dose (6mg)
Median change of +7 leti@rs Median change of +7.5 letters Median CST Decrease =117 pm
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Phase Il

Three Phase 2 Studies
Avenue (nvAMD), Boulevard (DME), Stairway{nvAMD Durability)

m i Dose response
Treatment naive = Head to head
Subfoveal lesion (all types) [ : s
{ vaz | vA20208 (s months) | ] Q8 week durabitty
S6CQdx3mo || VA2D2Q4 (6months) | | Subgroupanalysis :
[J AF
o _—J Incomplete responders
XN 9 Month Primary Efficacy Readout
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“ BOULEVARD

DME

STAIRWAY

A Randomized Trial in Age-Related Macular Degeneration
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Phase Il dans I’'OMD

\’,\
RG7716: Phase Il BOULEVARD gua?

Study design ‘\o“

Phase Il randomised study in Arm A: 0.3 mg Ranibizumab 6\.3'
patients with centre-involving Every 4 weeks for 6 months x€ el
DMO (\

N=230 . es*

Macular oedema asso.> 5:3d Arm B: 1.5 mg RG7716 Jvservational
with DR Every 4 weeks for 6 months period

CST 2 325 ranv
BVCA 7’3 — 24 |etters (inclusive)
Any-VEGF naive

o

Arm C: 6 mg RG77:G
Every 4 weeks for 6 1nonths
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-28 days Screening Day 1 ‘.'\‘\e Study drug administration Week 24 Follow up Week 36
)
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Primary endpoints e\\Q~ Additional endpoints
» Mean change from baseline in g?ﬂt Week 24 » Percentage of participants gaining 2 15 letters from baseline
using ETDRS-modified chan% ts anticipated Q1 in BCVA letter score
2018) % * Percentage of participants with BCVA letter score 20/40 or
i better and 20/20 or better
s Study status a @&ta communication «  Safety

* Datac ication expected at congresses in 2018 BCVA, best corrected visual acuity; CST, central subfield thickness;
ETDRS, early treatment diabetic retinopathy study;

= Study fullymo d and ongoing =  Pharmacokinetics §

ClinicalTrials.gov (Date accessed: December2017 using “NCT02699450") ux de Lyon



Phase Il dans la DMLA

RG7716: Phase Il AVENUE trial @e@“‘

Study design

Patients with CNV secondary

((\0

to AMD (N=273) 6\\9
Patients with treatment-naive . \,G(
nAMD with CNV | Dose resportse
: Head t@head
Subfoveal lesions (all types) \\e'
Age 2 50 years e
No prior anti-VEGF trectment RG7716.0 -
Visual acuity invn.irment € e m Onmiq"w } q8w durability
20/40 Speii=n - O
C'v\' zomponent area = 50% RG7776:6 mg qw Subgroup analysis
4f total lesion size - {6 months) Incomplete responders
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Primary endpoints ' (\(\Gddltlonal endpoints

* Change from baseline in BCVA letter score .\Qse
(=36 weeks) 00\

O
Study status and data commqﬂ@ation

-

»  Study fully enrolled and orﬁﬁ%
*» Data communicatio d at congresses in 2018
18>

ClinicalTrials.gov (Date accessed: December2017 using “NCT02484690™)

Percentage of participants gaining 215 letters from baseline
in BCVA letter score

Percentage of participants with BCVA letter score 20/40 or
better and 20/200 or worse

Change from baseline in CFT and CST

Safety (< = 40 weeks)

Pharmacokinetics

CFT, central foveal thickness; CST, central subfield thickness %
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CONCLUSION

(K
e On peut espérer encore que les anti- Ak&@? augmenteront

I’efficacité mais surtout la durée q«\\a‘é\tlon des anti-VEGF
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