G\ EYLEA
(aflibercept) Injection
For Intravitreal Injection

For the Treatment of
Wet Age-Related Macular Degeneration

This programis sponsored by Regeneron Pharmaceuticals, Inc. No CME credits are
available. Please see the full Prescribing Information for EYLEA provided during this
presentation.

Note to Presenters: The text accompanying this set of slides is intended to be a guide. Unless otherwise
highlighted in the notes section, presentations are not expected to be verbatim.

Thank you for joining us for this review of EYLEA® (aflibercept) Injection for the treatment of neovascular or wet age-
related macular degeneration.

This program is sponsored by Regeneron Pharmaceuticals.

As a reminder, no CME credits are offered for this program. (CLICK)

Samsung v. Regeneron
IPR2023-00442
U.S. Pat. 10,130,681
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Responding to Unsolicited Requests for Off-Label
k ' Information

» FDA Guidance — December 2011

« “[A] firm that chooses to respond [to unsolicited requests for off-
label information] should provide the final response containing
the requested off-label information about its product only to the
specific_individual who requested the information as a private,
one-on-one communication.”

* Regeneron intends to comply with this new guidance

» The following presentation will be consistent with the approved
prescribing information for EYLEA® (aflibercept) Injection

Regeneron Medical Specialist to present, and then introduce presenting Physician.
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Neovascular (Wet)
Age-Related Macular Degeneration (AMD)

Let’s start by considering where we currently are with wet AMD and its management. (CLICK)
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Wet AMD: Leading Cause of Blindness in the U.S.

Causes of Blindness (LL&, 2002)° |

Other
Diabetic 10%
'e:';‘;*’a‘hy AMD: U.S. Prevalence?
a B Approx. 200K new cases of wet AMD
50% diagnosed in North America each year
o, + 1.75 million people with wet AMD
Glaucoma ‘] = + 1.2 million with wet AMD in >1 eye
Cataract + ~3 million with wet AMD by 2020

Wet AMD responsible for 80-90% of
legal blindness due to AMD?

'Resnikoff S et al. Bull World Health Organ 2004:82844-51.
Feris FL et al. Arch Ophthalmol 1984;102:1640-42.
Friedman JS et al. Arch Ophthalmol 2004;122:564-72

This pie chart reminds us that AMD is the leading cause of blindness in the U.S, accounting for half of all cases,! with
wet AMD accounting for 80-90% of legal blindness among individuals with AMD.?

An estimate based on the 2000 U.S. Census was that nearly 2 million people in the U.S. had AMD, of which more
than 1 million had wet AMD involving at least one eye, while another 7 million people had early-stage AMD.3
Projections for 2020 are that nearly 3 million people will suffer from AMD. (CLICK)

1Resnikoff Set al. Bull World Health Organ 2004;82:844-51.
2Ferris FL et al. Arch Ophthalmol 1984;102:1640-42.
3Friedman DS et al. Arch Ophthalmol 2004;122:564-72.
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AMD: A Bilateral Disease?

» Bilateral disease results in legal blindness, greater disability,
and need for care

» 5-year rates of advanced AMD in fellow eye:

Risk factor 5-year risk’
unilateral advanced AMD 15%
unilateral advanced AMD + large drusen in 35%
fellow eye

unilateral advanced AMD + large drusen + 53%
pigment abnormalities in fellow eye

'Age-Related Eye Disease Study Research Group. Arch Ophthalmal 2005;123:1570-74.

(Optional Slide)

A survey by the National Eye Institute found that fear of blindness ranks second only to the fear of cancer among
Americans.! Bilateral involvement is typical in AMD.?3 Vision loss due to neovascularization in one eye may be a
harbinger of the future for the other eye — and the potential that patients with wet AMD will become legally blind
and face even greater disability and increased need for care.

Based on the data from the Age-Related Eye Disease Study (AREDS),* 15% of patients with unilateral wet AMD will
develop advanced AMD in the contralateral eye within 5 years. That risk increases to 53% when the contralateral eye
exhibits large drusen and pigment abnormalities.

The propensity for wet AMD to be a bilateral disease means that we are going to be treating more patients with
bilateral neovascularization as the population ages and the prevalence of wet AMD increases. For patients, bilateral
wet AMD often means the loss of independence.> (CLICK)

1Progress in Eye and Vision Research: U.S. Department of Health and Human Services, National Eye Institute.
Accessed July 27, 2011, at: http://222.nei.nih.gov/strategicplanning/NEI Progress-Doc.pdf.

2Pai AS-l et al. Arch Ophthalmol 2009;127:1339-44.
3Wang JJ et al. BrJ Ophthalmol 1998;82:743-47.

4Age-Related Eye Disease Study Researc Group. Arch Ophthalmol 2005;123:1570-74.

5Cruess AF et al. Pharmacoeconomics. 2008;26:57-73.
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Wet AMD Treatment Landscape

The speed with which neovascularization develops and visual acuity deteriorates in wet AMD makes prompt
treatment an imperative.»2 So just how are we doing? (CLICK)

1Abraham P et al. Am J Ophthalmol 2010;150:315-24.
2Brown DM et al. Ophthalmol 2009;116:57-65.
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Wet AMD: Evolution of Treatment

Submacular
surgery
SST*
Laser _ Photodynamic therapy
phOtOC::gmatW" Iverteporfin

TAPZ VIP® VvIM4

Slow the loss of vision

"Macular Photocoagulation Study Group. Arch Ophthalmol 1994;112:500-9. ZTreatment of Age-related Macular Degeneration with
Photodynamic Therapy Study Group. Arch Ophthalmol 1999;117:1329-45. Verteporfin in Photodynamic Therapy Study Group
Am J Ophthalmol 2001;131:541-60. *Visudyne in Minimally Classic Choroidal Neovascularization Study Group. Arch Ophthalmol
2005;123:448-57 3Submacular Surgery Trials (SST) Research Group. Ophthalmology 2004;111:1967-80.

We have certainly made considerable progress compared with where we were in the 1980s. In the 1990s,
randomized trials showed that laser photocoagulation therapy could slow vision loss,! albeit at the expense of
irreversible destruction of healthy macular tissue. In the late 1990s, photodynamic therapy or PDT, which was less
destructive, was shown to have a modest effect in slowing vision loss.?*

Although submacular surgery had looked promising, randomized studies funded by the National Eye Institute, had
failed to show a benefit of surgically excising subfoveal CNV lesions that could not be treated with photocoagulation
or PDT.>

In short, available treatments had limited or modest impact on the natural history of wet AMD. (CLICK)

IMacular Photocoagulation Study Group. Arch Ophthalmol 1994;112:500-9.

2Treatment of Age-related Macular Degeneration with Photodynamic Therapy Study Group. Arch Ophthalmol
1999;117:1329-45.

3Verteporfin in Photodynamic Therapy Study Group. Am J Ophthalmol 2001;131:541-60.
4Visudyne Minimally Classic Choroidal Neovascular Study Group. Arch Ophthalmol 2005;123:448-57.
5Submacular Surgery Trials (SST) Research Group. Ophthalmology 2004;111:1967-80.
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Natural History of Untreated/Undertreated Wet AMD

Treatment of Age-Related Macular Degeneration
with Photodynamic Therapy (TAP)*!
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*Pooled data from double-masked treatment phase in patients who subsequently enrolled in TAP Extension
'Kaiser PK. Graefe’s Arch Clin Exp Ophthalmol 2006;244:1132-42

Results of the TAP study illustrate the prognosis of wet AMD when left untreated, as in the placebo arm, or is
undertreated, as in the arm where patients were treated with verteporfin and photodynamic therapy (PDT). The
data shown here are pooled data during the double-masked treatment phase in patients who subsequently enrolled
in the TAP Extension.!

With no treatment, patients with wet AMD experienced a steady decline in visual acuity over time, losing
approximately 18 letters over the 2-year period. Verteporfin slowed the progression of wet AMD but did not reverse
vision loss. (CLICK)

Study Description:

Treatment of Age-Related Macular Degeneration with Photodynamic Therapy (TAP): Two multicenter, double-
masked, placebo-controlled, randomized clinical trials in patients with classic CNV treated/followed for 2 years. Data
shown in slide are for the double-masked treatment phase in patients who subsequently enrolled in TAP Extension
(80% of patients treated with verteporfin subsequently enrolled in the extension).!

IKaiser PK. Graefe’s Arch Clin Exp Ophthalmol 2006; 244:1132-42.
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Wet AMD: Evolution of Treatment

Submacular
surgery
ssSTS Anti-VEGF thera
Laser ) Photodynamic therapy ANCHOR >
photocoagulation Iverteporfin MARINA?
MPS! VISIONS PIER?

TAPZ VIP® VvIM4

2006 - 2009

Slow the loss of vision Improve vision*

*While on active treatment

Macular Photocoagulation Study Group. Arch Ophthalmol 1994;112:500-9. 2Treatment of Age-related Macular Degeneration with
Photodynamic Therapy Study Group. Arch Ophthalmol 1999;117:1329-45. Verteporfin in Photodynamic Therapy Study Group. Am J
Ophthalmol 2001;131:541-60. %Azab M et al. Arch Ophthalmol 2005;123:448-57. Submacular Surgery Trials (SST) Research Group.
Ophthalmology 2004;111:1967-80. 5Gragoudas ES et al. New Engl J Med 2004;351:2805-16. "Brown DM et al. N Engl J Med
2006;355:1432-44. *Rosenfeld PJ et al. N Engl J Med 2006;355:1419-31. “Regillo CD et al. Am J Ophthalmol 2008;145:239-48

Pegaptinib provided the first evidence of the VEGF inhibitors’ therapeutic potential in retinal neovascular disease.!
With pegaptinib targeting VEGF-A ., some patients gained vision.! In 2006, ranibizumab changed the treatment
landscape.?* (CLICK)

1Gragoudas ES et al. New Engl J Med 2004;351:2805-16.
2Brown DM et al. N Engl J Med 2006;355:1432-44.
3Rosenfeld PJ et al. N Engl J Med 2006;355:1419-31.
4Regillo CD et al. Am J Ophthalmol 2008;145:239-48
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Ranibizumab in Wet AMD Management

‘ Visual acuity gains maintained with monthly dosing

ANCHOR! MARINA?
(classic)

L (minimally classic/occult)

Ranibizumab 0.5 mg
(N=140)

Ranibizumab 0.5 mg
(N=240)

Visual acuity change from baseline, mean lefters

10 Verteporfin
- (N=143)
-15 15
-20 + 20 + T T T
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Months Months

'Brown DM et al. N Engl J Med 2006,355:1432-44. Rosenfeld PJ et al. N Engl J Med 2006,355:1419-31

The ANCHOR! study of monthly ranibizumab in classic wet AMD and the MARINA? study of monthly ranibizumab in
occult and minimally classic wet AMD showed a significant improvement in BCVA which were sustained for at least
24 months with monthly injections.(CLICK)

Study Description:

ANCHOR: Multicenter, double-masked randomized study comparing monthly ranibizumab in patients with
predominantly classic wet AMD with the standard-of-care at the time of study initiation, verteporfin sodium, over 2
years (primary endpoint — maintenance of vision — evaluated at 1 year).!

MARINA: Multicenter, double-masked, sham-controlled randomized study of monthly ranibizumab in patients with
minimally classic or occult lesions over 2 years (primary endpoint — maintenance of vision — evaluated at 1 year).!

1Brown DM et al. N Engl J Med 2006;355:1432-44,
2Rosenfeld PJ et al. N Engl J Med 2006;355:1419-31.
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Ranibizumab: Dosing Strategy and Visual Acuity Outcome

Vision gains appear to diminish with less frequent dosing |
10

=

RBZ0.304
(N=115)

-—O\‘\’\m‘z’ns’m: N‘
(N=61)

RBZ0.5Q12

Sham EXCITE?

(N=63)

mean lefters
AT
o o & e o
&

Visual acuity change from baseline,

20 . : : 0
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Months Months
10
SAILOR? | Loading (monthly) doses

(previously treated vs. naive)

9 Required visit/ evaluation
RBZ 0.5 PRN (naive, N=462)

mean letters

RBZ 0.5Q12, ranibizumab 0.5 mg quarterly
RBZ 0.3Q4, ranibizumab 0.3 mg monthly
RBZ 0.5 PRN, ranibizumab as needed

RBZ0.5 PRN
(previously treated, N=707)

Visual acuity change from baseline,

0 2 4 ] 8 10 12
Months

'Regillo CD et al. Am J Ophthalmol 2008;145:239-48 2Schmidt-Erfurth E et al. Ophthalmology 2011;118:831-9.Boyer DS et al. Am
J Ophthalmol2009;116:1731-39

Monthly injections pose challenges for patients and physicians. As a result, studies were conducted to evaluate less
frequent dosing schedules.

These are 3 of the major studies that evaluated alternatives to monthly ranibizumab dosing without monthly
monitoring. In all 3 studies, ranibizumab was initiated with 3 injections at monthly intervals. However, after this
loading dose phase, the studies had somewhat different approaches to dosing and monitoring.

The PIER? study evaluated the efficacy of fixed quarterly ranibizumab injections and showed that initial visual gains
with 3 monthly doses all but disappeared by the end of Year 1, with patients reverting back, on average, to their
baseline.

The 0.5 mg ranibizumab arm in the EXCITE study was also dosed at 3-month intervals.2 Here, patients were seen at
monthly intervals so the curve for ranibizumab has an up-and-down quality to it that was not apparent in the PIER
study. But again, quarterly injections were not able to sustain visual gains achieved with initial monthly dosing.

The SAILORS3 study evaluated a PRN dosing strategy in which retreatment was based on decreased visual acuity with
or without OCT evidence of retinal fluid. Monthly monitoring during PRN dosing was not required. Once again, initial
visual gains from monthly dosing could not be maintained.

In the SAILOR study, the inability of PRN dosing to maintain vision gained from three monthly doses was attributed to
inadequate monitoring and undertreatment of active disease. (CLICK)

Study Descriptions:

PIER : Phase 3b, 2-year randomized, double-masked, sham-controlled trial of ranibizumab in all 3 CNV subtypes.
Dosing: Monthly injections for the first 3 months; quarterly injections thereafter.!

EXCITE: Phase 3b, multicenter, randomized, 12-month, double-masked, active-control trial of ranibizumab 0.3 mg
quarterly, 0.5 mg ranibizumab quarterly, or 0.3 mg ranibizumab monthly in all 3 CNV subtypes.?

SAILOR: Phase 3b, multicenter, open-label, 12-month trial included previously-treated and treatment-naive patients
with all 3 CNV sub-types. Dosing: Monthly injections for the first 3 months, then as-needed (PRN) based on vision and
anatomical examinations.? Visits for re-evaluation and possible retreatment were only required at quarterly intervals.
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1Brown DM, Regillo CD. Am J Ophthalmol 2007;144:627-37. 2Schmidt-Erfurth E et al. Ophthalmology
2011;118:831-9. 3Boyer DS et al. Ophthalmology 2009;116:1731-39.
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CATT: Evaluation of Monthly Dosing Relative to
PRN Dosing with Monthly Monitoring (Pooled)2

» 1-year CATT results: Bevacizumab PRN dosing did not meet noninferiority margin
for primary VA endpoint compared with monthly ranibizumab or with monthly
bevacizumab'

« Multivariate pooled analyses: PRN dosing not clinically equivalent to monthly
dosing?
+ PRN dosing for both bevacizumab and ranibizumab used strict monthly monitoring

for retreatment decisions’
‘ Difference in visual acuity at 1 year (mean letters)'? ]
Groups for comparison (n) .

47 A7 P13 ;
RBZ*monthly (301) vs RBZ* PRN (298) ! > i
59 | 1.2 i 08 |
BVZ! PRN (300) vs RBZ* monthly (301) 1 > A :
5.7 | 2.1 H 16 ]
BVZ! monthly (286) vs.BVZ! PRN (300) ! > . }
] 3.7 2.0 04 !
Monthly (599)vs.PRN (586) | ' i
{pooledanalysis) } ] i
r T t T T T T T T T T T T T 1
5 4 0 5
«FavorsMonthly _{ | __FavorsPRN

'RBZ, Ranibzumab  *BVZ, Bevacizumab
"The CATT Research Group. N Engl J Med 2011;364:1897-908. %Ferris FL. Presentation at Retina Subspecialty Day, American Academy of Ophthalmology,
Oclober 21-22, 2011, Orlando

The most rigorous evaluation of PRN versus monthly dosing was the CATT study.!

Just to briefly summarize the study design ... Patients with wet AMD were randomized to one of four groups based
on drug and dosing strategy — ranibizumab or bevacizumab administered as fixed monthly injections or fixed
monthly injections for 3 months followed by as-needed dosing based on monthly monitoring for signs of active
disease.

This was a noninferiority trial in which the primary outcome was mean change in visual acuity at 1 year, using a
confidence interval approach to the noninferiority analysis. For PRN dosing to be noninferior to monthly dosing, the
95% confidence interval for the difference in mean visual acuity at 1 year had to be within 5 letters (1 line) on the
ETDRS chart.

As the chart shows, PRN ranibizumab was shown to be noninferior to monthly ranibizumab at 1 year because the
confidence interval fell within the 5-letter margin. However, the noninferiority of PRN bevacizumab to monthly
ranibizumab was not established because the confidence interval exceeded the 5-letter margin to the left. This was
also true for PRN bevacizumab versus monthly bevacizumab.

When monthly dosing groups and PRN dosing groups were pooled, PRN dosing was inferior to monthly dosing, as
shown by the bottom plot in which the confidence interval lies entirely to the left of 0 and within the 5-letter margin
statistically favoring monthly dosing.? (CLICK)

IThe CATT Research Group. N Engl J Med 2011;364:1897-908.

2Ferris FL. Presentation at Retina Subspecialty Day, American Academy of Ophthalmology, October 21-22, 2011,
Orlando.
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Monthly Visits:
Challenges for Patients and Caregivers

Wet AMD Patient Flow: Example

* Travel time to and from physician’s office
« Lengthy office visits
Patient arrival/check-in; insurance verification;

patient history, general eye examination;
waiting room time

Imaging examinations, time in waiting room } 45 min
——

62 min

Intravitreal injection

9 min
Follow-up discussion with retina specialist

Patient check-out 5 min
* Missed work days for patients and their caregivers

Data on file. Regeneron Pharmaceuticals, Inc. Time and motion study in wet age-related macular degeneration: final report. March 1, 2012

Wet AMD management still appears to require monthly office visits even if each office visit does not result in an
injection. The data shown here are from a study in retinal specialists’ offices, which collected information on the
time associated with discrete steps of the wet AMD treatment process.!

Each visit requires a time commitment for not only office visits that can be quite lengthy, but also for travel to and
from the office as well as time lost from work for the patients and their adult caregiver. (CLICK)

Study Description:

Time and motion study design: Multi-phase qualitative and quantitative observational study. Study integrated data
from detailed interviews/surveys with retinal specialists, patients, and caregivers. Data on time involved with discrete
steps of office procedures for wet AMD patients were collected from 201 patient records prospectively completed by
retinal specialists.

1Data on file. Regeneron Pharmaceuticals, Inc. Time and motion study in wet age-related macular degeneration: final
report, March 1, 2012.
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G\ EYLEA

~ (aflibercept) Injection  Product Profile

For Intravitreal Injection

EYLEA® (aflibercept) Injection is indicated for the treatment of neovascular (wet)
Age-related Macular Degeneration (AMD).

EYLEAIs contraindicated in patients with ocular or periocular infections, active
intraocular inflammation, or known hypersensitivity to aflibercept or to any of the
excipients in EYLEA.

The most common adverse reactions (25%) reported in patients receiving
EYLEA were conjunctival hemorrhage, eye pain, cataract, vitreous detachment,
vitreous floaters, and increased intraocular pressure.

In the scientific literature, EYLEA is referred to as Intravitreal Aflibercept Injection (lAl), and has
historically been referredto as VEGF Trap-Eye.

Please see the full Prescribing Information available from the representative in attendance

This brings us to EYLEA® (aflibercept) Injection, which is indicated for the treatment of wet AMD.

EYLEA is contraindicated in patients with ocular or periocular infections, active intraocular inflammation, or known
hypersensitivity to aflibercept or to any of the excipients in EYLEA.

In the scientific literature, EYLEA is referred to as Intravitreal Aflibercept Injection (IAl) and has historically been
referred to as VEGF Trap-Eye. (CLICK)
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Q Aflibercept: Clinical Pharmacology

+ Fusion protein of key domains from human VEGF receptors 1 and 2
with human kgGFc
Binds VEGF between its arms, reducing the risk of
recopioen aggregation'-?
: + Affibercept binds to VEGF-A and Placental Growth Factor (PIGF), as
shown in preciinical studies’
+ VEGF-A and PIGF are growth factors that can act as vascular
permeabilty factors for endothelial cells*
+ VEGF-A activates VEGFR1 and VEGFR2, which can resutt in
neovascularization, the halmark of wet AMD®
+ PIGF binds only to VEGFR1, which is also present on leucocyte
surface*

+ Affibercept traps multiple isoforms of VEGF-A and placental growth
factor (PIGF) to prevent their interaction with native VEGF receptors?

IHolash J et al. Proc Nat! Acad Sci USA 2002;99:11393-98. 2Rudge JS et al. Proc Nat! Acad Sci USA 2007;104:18363-70.
3papadopoulos N et al. Angiogenesis 2012; online Feb. 3. DOI: 10.1007/510456-011-9249-6. “Olsson AK et al. Nat Rev Mol Cell
Biol 2006;7:359-71.5Bressler SB. Ophthalmology 2009;116:51-7.

Some therapeutic proteins derive their target specificity from antibody structures that recognize growth factors as
antigens. Aflibercept uses Regeneron’s trap technology to bind and block various VEGF ligands. This technology
combines key components of multiple receptors into one molecule!?

Aflibercept is a fusion protein that combines key binding domains from VEGF receptor 1 and VEGF receptor 2 and
fuses this binding unit to the IgG1 constant region to create a 2-armed dimeric trap.! It simultaneously binds both
poles of the VEGF dimer to form a stable, inactive complex for elimination.? By engaging both VEGF binding sites, no
site is left open to interact with other molecules and form higher order complexes, thereby reducing the risk of
aggregation.?

As shown in preclinical studies, aflibercept traps not only multiple VEGF-A isomers, which bind to both VEGF receptor
1 and VEGF receptor 2, it also traps placental growth factor (PIGF), which binds only to VEGF receptor 1.3

Preclinical studies have shown that VEGF receptors 1 and 2 have somewhat different distribution profiles.* For
example, endothelial cells express both subtypes; leucocytes express only VEGF receptor 1.* The biologic implications
of these differences are not clear. However, what we do know is that activation of both VEGF receptors 1 and 2
stimulate neovascularization and vascular permeability.4> (CLICK)

IHolash J et al. Proc Natl Acad Sci USA 2002;99:11393-98.

2Rudge JS et al. Proc Natl Acad Sci USA 2007;104:18363-70.

3papadopoulos N et al. Angiogenesis 2012; online Feb. 3. DOI: 10.1007/s10456-011-9249-6.
40lsson AK et al. Nat Rev Mol Cell Biol 2006;7:359-71.

5Bressler SB. Ophthalmology 2009;116:51-S7.
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Q Aflibercept: Clinical Pharmacology

« Aflibercept has a low incidence of immunogenicity
+ Contains all human amino acid sequences’

q * Produced in recombinant Chinese hamster ovary (CHO)
cells

= -] » EYLEA® (aflibercept) Injection is a purified and formulated
LN reparation of aflibercept, specifically for intravitreal
prep Pt sp y
) injection?

:\’E.Y { EA ; « Formulated as an iso-osmotic solution compatible with
- Lomaai s | intraocular environment?
[ 2me/005 = + Purified form of aflibercept to reduce unnecessary
p Seeaan ingredients in the eye
L. Regeneron Pnarmaceuticas
—

* Intravitreal injections, including those with EYLEA, have
been associated with endophthalmitis and retinal
detachments. Proper aseptic technique must always be
used when administering EYLEA.

"Holash J et al. Proc Natl Acad Sci USA 2002;99:11393-98 2Papadopoulos N et al. Angiogenesis 2012; online Feb. 3. DOI:
10.1007/510456-011-9249-6. *Data on fle. Regeneron Pharmaceuticals. BLA Sec 2.3 S Drug Substance

EYLEA® (aflibercept) Injection is a purified and formulated preparation of afibercept, specifically for intravitreal
administration. It is formulated as an iso-osmotic solution compatible with the intraocular environment. Itis a
purified form of aflibercept to reduce unnecessary ingredients in the eye.

Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis and retinal
detachments. Proper aseptic injection technique must always be used when administering EYLEA. (CLICK)
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.\, Aflibercept Binding Properties (Preclinical Studies)

Equilibrium Dissociation Constant, K,

VEGF-Ap, VEGF-Ays PIGF,
Aflibercept 0.36 pM'  0.49 pM? 38.9 pM!
Native VEGFR1* | !
oy 569pM! | 933pM! | 20.2pM
Native VEGFR2* ) ) _
heeRarc) 237pM2  88.8 pM

Clinical significance of in vitro data is not known.

*Extracellular domains of dimerized human VEGFR1 or VEGFR2 fused inline to human Fc

'Papadopoulos N etal. Angiogenesis 2012; online Feb. 3. DOI: 10.1007/510456-011-9249-6. ?Data on fle. Regeneron
Phamaceuticals, Inc

The binding affinity derived from preclinical studies and expressed as the equilibrium dissociation constant, is shown
here for aflibercept binding to VEGF-A,,,, VEGF-A,¢, and PIGF, compared with VEGF-A . binding to experimental
native VEGF receptors 1 and 2.

The clinical significance of in vitro data is not known. (CLICK)

lpapadopoulos N et al. Angiogenesis 2012; online Feb. 3. DOI: 10.1007/s10456-011-9249-6
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X Intravitreal Aflibercept Injection (IAl):
k Phase 2 Results! Informed Phase 3 Dosing Strategy

Best-Corrected Visual Acuity

12 (ETDRS Letters)
2
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0+

0 4 8 12
Week

|4 |Al 2 mg every4 wks (Day 1, and Weeks 4, 8, and 12, N=31)
|4 1Al 2 mg every 12 wks (Day 1 and Week 12; N=31)

*Last observation carried forward; full analysis set
'Brown DM et al. Ophthalmology 2011;118:1083-97

CLEAR-IT 2 was a Phase 2 study designed to assess the efficacy of different doses and dose strategies for intravitreal
aflibercept injection over a 12-week period.! The data displayed here are for the arms in which patients received 2
mg every 4 weeks (monthly) or 2 mg as a single injection on Day 1. The mean change in BCVA from baseline was a
secondary efficacy variable.

At the end of 3 months, the 2Q4 group showed greater visual acuity improvement than the group receiving a single
2-mg intravitreal aflibercept injection on Day 1. This finding suggested that three doses at monthly intervals could be
helpful in maximizing clinical benefit of EYLEA.

Although an 8-week dosing interval was not specifically evaluated in CLEAR-IT 2, vision improvements in the 2Q12
group extended to 8 weeks and began to wane at 12 weeks. These findings of sustained effects over 8 weeks were
the foundation for dosing protocols that included an every 8-week (every 2-month) dosing interval in the pivotal
Phase 3 studies.

After fixed-dose administration in CLEAR-IT 2, most adverse events were injection related. No serious ocular adverse
events, clinically significant ocular inflammation, or endophthalmitis was reported in any study eyes. Most ocular
adverse events were mild. (CLICK)

Study Description:

CLEAR-IT 2 (Clinical Evaluation of Anti-angiogenesis in the Retina Intravitreal Trial) design: Multicenter, prospective,
randomized, double-masked clinical trial with initial 12-week fixed dosing period. Patients were randomized 1:1:1:1:1
to IAI 0.5 or 2 mg every 4 weeks on day 1 and at weeks 4, 8, and 12; or 0.5, 2, or 4 mg every 12 weeks on day 1 and at
week 12. For this discussion, only data for IAl 2Q4 and for IAl 2Q12 are presented.!

1Brown DM et al. Ophthalmology 2011;118:1089-97.

Exhibit 2139 18
Page 19 of 61



‘L\ Phase 3 Clinical Trials:
: EYLEA® (aflibercept) Injection in Wet AMD

VIEW 1 and VIEW 2 Studies

(VEGF Trap-EYE: Investigation of Efficacy and Safety in
Wet Age-Related Macular Degeneration)

In the scientific literature, EYLEA is referred to as Intravitreal Aflibercept Injection (lAl), and has
historically been referredto as VEGF Trap-Eye.

The Phase 3 clinical studies of EYLEA® (aflibercept) Injection are the VIEW 1 and VIEW 2 studies, with VIEW standing
for VEGF Trap-Eye: Investigation of Efficacy and Safety in Wet Age-Related Macular Degeneration. (CLICK)
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., VIEW 1/VIEW 2 Studies: Design

Multicenter, active-controlled,
double-masked trials
VIEW 1, N=1210; VIEW 2, N=1202

!

Patients randomized
1:1:1:1

Intravitreal Aflibercept
Ir!jeciion (1A1)

( 0.5 mg every 4 weeks 2 mg every 2 months*
\ (1A10.5Q4) (1A12Q8)

Ranibizumab

0.5 mg every 4 weeks
(RZB Q4)

* Following 3 initial monthly doses (every 4 weeks)
10.5 mg is not an approved dose

Phase 1 and 2 studies of intravitreal aflibercept injection (IAl) in patients with wet AMD helped define the dosing
strategies that were subsequently evaluated in two larger Phase 3 studies — VIEW 1 and VIEW 2. VIEW 1 was
conducted in the United States and Canada; VIEW 2 was conducted in 26 countries worldwide.!

These studies enrolled 2412 patients. The trials were double-masked studies in which equal numbers of patients
were randomized to one of 4 treatment arms.

The active control was ranibizumab 0.5 mg every 4 weeks — the recommended dose per the U.S. Prescribing
Information.

The other three arms of the trial were intravitreal aflibercept injection (IAl) dosed as 0.5 mg every 4 weeks, 2 mg
every 4 weeks, or 2 mg every 8 weeks following 3 initial monthly doses.

0.5 mg aflibercept every 4 weeks is not an approved dose so we will not be presenting the efficacy results from this
group. Safety information from this dosing arm are included in the integrated safety database that will be presented
later. (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc.
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.\, VIEW 1/VIEW 2 Studies: Dosing Schedule

VIEW 1 and VIEW 2 Dosing Schedule

First Dose § WEEKS 1

IAl, 2 mg every 8 wks (2g8)*

IAl, 2 mg every 4 wks (2q4)

IAl, 0.5 mg every 4 wks (O.Sqtl)f

o — T — T B
[ | — | " — Ty

/
/
/
/

[y | —— | —— < B
‘*

|~ [~ [~ [
|~ [~ [~
B B B
|~ [~
|~ ~—
|~ [ —o—
|~ |~

ranibizumab, 0.5 mg every 4 wks (rq4)

Primary and secondary
*Following 3 initial monthly doses (every 4 weeks) endpoints measured
0.5 mg is not an approved dose

This schematic illustrates the dosing schedule for all 4 groups. Bear in mind that the group assigned to intravitreal
aflibercept injection 2 mg every 8 weeks following 3 initial monthly injections received sham injections at the visits
without active drug injections. However, no treatment decisions were allowed at the sham injection visits. Clinical
assessments at week 52 were completed before the injection (or sham injection). (CLICK)
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Q VIEW 1/VIEW 2 Studies: End Points at 52 Weeks

Primary « Proportion (%) of patients maintaining
Endpoint vision, i.e., losing <15 letters* of BCVA
(ETDRS chart) versus baseline

+ Mean change from baseline in BCVA
(ETDRS letters)*

Additional - . N

Measures + Proportion (%) _of patients galnllng
>15 letters of vision from baseline
(ETDRS chart)

+ Anatomic measures of disease activity

*BCVA, Best Corrected Visual Acutty, using ETDRS (Early Treatment Diabetic Retinopathy Study) protocol

The primary endpoint was the proportion in whom vision was maintained, defined as losing <15 letters of best-
corrected visual acuity on the ETDRS eye chart.

Other measures included mean change in visual acuity, proportion of patients who gained at least 15 letters or 3
lines of vision, and change in anatomic outcomes. (CLICK)
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.\, Noninferiority Trials: Basic Principles*

Study goal » Demonstrate that a new therapy is not unacceptably worse vs. active control
previously proven fo be effective because it was superior to placebo/sham or
other therapy

Design rationale <« Placebo/sham control unethical when effective treatment is available to prevent
irreversible outcome (e.g., visual acuity decline)

Key statistics + A confidence interval of efficacy difference between active control and
investigational drug must be pre-specified and justified

* Margin of difference within predefined limits (e.g., 10%) must be pre-specified and

justified
Trial validity: * Trial must be well-controlled and similar to previous trials of active comparator
Investigational (i.e., design, population, dosing, endpoints)
drugvs. active  « Effect of active control must be similar to effect observed in previous superiority
comparator trials

'Food and Drug Administration. Guidance for Industry: Non-Inferiority Clinical Trials. March 2010. http //www.fda gov/downloads/Drugs/GuidanceCompliance
Regulatorylnformation/Guidances/UCM202140.pdf. Accessed 2/13/2012

VIEW 1 and VIEW 2 were designed as noninferiority comparisons with ranibizumab. Just to review some key points
about noninferiority studies? ...

The objective of a noninferiority study is to show that a new treatment is not unacceptably less effective than a
treatment previously proved effective in randomized controlled trials.

A noninferiority design is used when placebo or sham treatment would be unethical because patients would be at
risk of irreversible harm that could be prevented with a therapy we know is effective.

The statistical measure of interest is the confidence interval for the difference between the investigational drug and
the active control. The margin of acceptable difference must be predefined.

Noninferiority studies must be conducted under similar conditions as the trials that established the efficacy of the
active comparator in order to reliably conclude that the investigational drug is not less effective. That means similar
designs, comparable populations, similar endpoints, and dosing of the active comparator.(CLICK)

1Food and Drug Administration. Guidance for Industry: Non-Inferiority Clinical Trials. March 2010.
http://www.fda.gov/downloads/Drugs/GuidanceCompliance
Regulatorylnformation/Guidances/UCM202140.pdf. Accessed 2/13/2012

2Brown DM et al. N Engl J Med 2006;355:1432-44.
3Rosenfeld PJ et al. N Engl J Med 2006;355:1419-31.
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&\ VIEW 1/VIEW 2 Studies: Noninferiority Design

+ Active comparator selected: 0.5 mg ranibizumab dosed monthly

* Pre-specified statistical parameters for VIEW 1 agreed upon with
the U.S. Food and Drug Administration

» Noninferiority: Upper limit of 95.1% confidence interval of
difference vs. active comparator must be above -10% margin of
difference with active comparator

+ Clinical equivalence: 95.1% confidence interval must fall within
+5% margin of difference

These principles account for the design of VIEW 1 and VIEW 2 in which intravitreal aflibercept injection was
compared with ranibizumab 0.5 mg monthly under study conditions that were similar to the ANCHOR? and MARINA3
studies.

At the time of the Phase 3 program for intravitreal aflibercept injection, ranibizumab 0.5 mg was the only pan-VEGF-
A inhibitor previously proved effective in wet AMD in randomized, double-masked, controlled studies. Consequently,
ranibizumab 0.5 mg dosed monthly was selected as the active comparator for VIEW 1 and VIEW 2 studies.

In consultation and agreement with the U.S. FDA, the prespecified statistical parameters for the noninferiority design
of intravitreal aflibercept injection were a 95.1% confidence interval of the difference between intravitreal
aflibercept injection and ranibizumab 0.5 mg had and 10% margin of difference. The confidence interval had to be
above -10% in order for aflibercept to be proven noninferior to ranibizumab.

Clinical equivalence was defined as a 95.1% confidence interval being between +5% for the primary endpoint.
(CLICK)
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X Examples of Potential Efficacy Differences in Noninferiority
k Trials: Interpretation of 95% Confidence Intervals

Noninferiority

Clinical Equivalence |

Noninferiority it
demonstrated ' \ : | Noninferiority
—'_.—'_ | " demonstrated
Noninferiority not ' "—‘-l— : -
deMONStrated ettt \' ; : : Clinical
1 | 1 | | equivalence
Clinical I 1 ! | I demonstrated
equivalence : : : : :
demonstrated 1 1 ] I ]
10% 5% 0 -5% -10%
e —
Favors Active Favors Investigational
Comparator Drug

This schematic illustrates the confidence interval approach for non-inferiority analyses. The statistical objective of
VIEW 1 and VIEW 2 was to demonstrate that the 95% confidence interval of the difference between active
comparator and investigational drug fell within a 10% margin for maintenance of visual acuity.

A statistical plan can also define a more narrow confidence interval margin within which active comparator and
investigational drug can be considered clinically equivalent. In this case, we are showing a 5% margin for clinical
equivalence. (CLICK)

These two plots show results that meet the specified noninferiority margin. The point estimate in the top plot favors
active comparator, but the confidence interval does not cross the 10% margin on the left. In the second plot, the
point estimate favors investigational drug but the confidence interval includes 0 so the investigational drug is
noninferior to active comparator. (CLICK)

This plot shows a result that would fail to meet noninferiority criteria — the confidence interval crosses the 10%
margin on the left. (CLICK)

Finally, these illustrate results that would be interpreted as demonstrating clinical equivalence since the confidence
intervals around the point estimates for the efficacy difference fall within the 5% margins.

Now for the results from the VIEW 1 and VIEW 2 studies ... (CLICK)
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., VIEW 1/VIEW 2 Studies: Baseline Demographics
RBZ Q4 1Al 0.5Q4 1A1 2Q4 1A1 2Q8
VIEW 1 N (full analysis set) 304 301 304 301
Age, mean (SD) 78(8)yrs 78(8)yrs T8(8)yrs  T8(8)yrs
Women 57% 55% 64% 59%
Race
White 97% 97% 97% 95%
Asian 0 2% 1% 1%
Black <1% 0 <1% <1%
Other/not reported 2% 2% 2% 3%
VIEW 2 N (full analysis set) 291 296 309 306
Age, mean (SD) 739)yrs  T75(9)yrs T4(8.5)yrs T4(9)yrs
Women 58% 90% 57% 57%
Race
White 73% 4% 73% 1%
Asian 21% 21% 22% 22.5%
Black <1% <1% 0 1%
Not reported 6% 5% 5% 6%

All treatment groups were well balanced in terms of age, gender, and race. Patient groups were demographically
consistent with the overall population of patients with wet AMD in the countries where the studies were conducted.
The higher proportion of Asian patients in VIEW 2 reflects the inclusion of study sites in Asia. (CLICK)
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X VIEW 1/VIEW 2 Studies:
& ' Baseline Disease Characteristics
RBZQ4  1AI0.504 | IAI204 | 1AI208
VIEW 1 N (full analysis set) 304 301 304 301
ETDRS BCVA letter score, mean (SD) 54 (13) 56(13) 55(13) 56 (13)
Snellen Equivalent 20/80 20/80 20/80 20/80
Lesion type
Predominantly classic 27% 21% 29% 24%
Minimally classic 33% 32% 34.5% 36.5%
Occultno classic 37% 40% 36% 39%
Lesion size, mean (SD), mm? 7(5.5) 7(5) 7(5) 7(5)
Central retinal thickness, mean (SD), pm 315(109) 313(106) 314 (104) 324(112)
VIEW 2 N (full analysis set) 291 296 309 306
ETDRS BCVA letter score, mean (SD) 54 (14) 52(14) 53 (14) 52 (14)
Snellen Equivalent 20/80 20/80 20/80 20/80
Lesion type
Predominantly classic 24% 21% 23% 29%
Minimally classic 36% 35% 36% 35%
Occult no classic 40% 38% 40% 36%
Lesion size, mean (SD), mm? 8 (6) 8(5.5) 9 (6) 8 (6)
Central retinal thickness, mean (SD), um 326 (111) 327 (116) 335(120) 343 (124)

Baseline visual acuity, lesion type, lesion size and central retinal thickness were well balanced across all treatment
groups and both studies. Patients were moderately impaired with an average BCVA (Snellen equivalent) of 20/80. All
three types of lesions were roughly equally represented. (CLICK)
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O

VIEW 1 and VIEW 2 Studies:
Results

Week 52 Efficacy Results

Let’s now take a look at the efficacy results through week 52 of the VIEW 1 and VIEW 2 studies. (CLICK)
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VIEW 1/VIEW 2 Studies:
k\/ Mean Number of Active Injections Through Week 52*

VIEW1 VIEW 2
Maximum: Maximum:
13injections i 13injections
—— i
121 125 424 I 124 422 123
!
1
o Maximum: ; Maximum:
s 8 injections | 8 injections
8 76 75
= [
k] I
] i
= 1
& 1
2 I
= I
I
1
i
N 301 301 : 296 306
RBZQ4 |A10.5Q4 1A12Q4 1AI2Q81 RBZQ4 IAI0.5Q4 1AI2Q4 |AI2Q81

*Full analysis set
tFollowing 3 initial monthly doses (every 4 weeks)

The protocols’ dosing schedules called for 13 injections in the Q4 groups while the Q8 groups were scheduled for 8
injections. Compliance with each dosing regimen was well over 90%. As planned, the group assigned to intravitreal
aflibercept injection 2Q8 received approximately 5 fewer injections than the Q4 groups. (CLICK)
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VIEW 1/VIEW 2 Studies Primary Endpoint: Proportion (%) of
Q/ Patients Who Maintained Visual Acuity” at 52 Weeks

| VIEW1 | | vEw2 |

94% 95% 94% 95% 95% 95%

% Patients

301 306
RBZ Q4 IAI2Q4 1AI2Q8! RBZ Q4 1AI2Q4 1AI2Q8"

All doses of intravitreal aflibercept noninferior to ranibizumab

*Loss of <15 ETDRS letters compared to baseline BCVA; last observation carried forward; full analysis set
Following 3 initial monthly doses (every 4 weeks)

The primary endpoint was the proportion of patients in whom best-corrected visual acuity on an ETDRS chart was
maintained, defined as a loss of no more than 52 letters from baseline to week 52.

All treatment groups were numerically similar or virtually identical.

EYLEA 0.5 mg every 4 weeks (monthly) demonstrated similar efficacy and safety to eYeEARwreeks
(monthly), but is not an approved dose. (CLICK)
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N VIEW 1/VIEW 2 Studies Noninferiority Analysis: Absolute Difference
k in Proportion of Patients Maintaining Vision at 52 Weeks"
Statistically | o . Statistically
‘ Noninferior ‘ RIS Noninferior
! I .32 0.6 4.4 !
IAI 2Q81 | ! > ! !
1 I | |
VEW1 | l l ! !
I 1 24 13 510 I
1 [ ] I
IAI 204 | , g : ,
1 1 T 1 1
! .29 0.6 40! !
IAI 28t | i . % 3 :
| 1 | |
VIEW 2 1 140 -03 33 | 1
IAI 204 | : 4 : :
-10% Y/ -5% 0 5% 10%
RBZ 0.5Q4 1Al >
*Loss of <15 ETDRS letters compared to baseline BCVA; 95% confidence interval for difference vs.
RBZ Q4; last observation carried forward; full analysis set
Following 3 initial monthly doses (every 4 weeks)

The 95.1% confidence intervals for the difference between intravitreal aflibercept injection and ranibizumab were
well within the noninferiority margin of 10%, showing that intravitreal aflibercept injection treatment arms, including
the 2 mg every 8 weeks arm, achieved statistical noninferiority to monthly ranibizumab for the primary endpoint.

In addition, the confidence intervals around the mean difference were very tight and fell within +5%.

Therefore, aflibercept injection administered as 2 mg every 8 weeks (following 3 initial monthly doses) or as 2 mg
every 4 weeks is clinically equivalent to ranibizumab 0.5 mg dosed every 4 weeks in terms of the primary endpoint.
(CLICK)
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VIEW 1/VIEW 2 Studies:
Mean Change in Visual Acuity Over 52 Weeks”

£

12 VIEW 1 | 10.9 1AI2Q4 (N=304)
10 ' g
8 o :...-szx—&.\ 8.1 RBZ Q4 (N=304)
£ ' 3—"’/;/9 o—r" » ’7.9 1A1 2081 (N=301)
s 61 &
S 4
§ 2
e
g 0o ' ‘ ' '
H 0 4 8 12 16 20 24 28 32 36 40 44 48 52
3 12
E 10 4 VIEW 2 ‘ N 9.4 RBZ Q4 (N=201)
S 3—*—§'—*—-0’“ 8.9 1A1281 (N=306)
5§ 89 ‘ r‘rg_é 3 39 76 1A1204 (N=309)
< 61 >
>
8 44
2,
0

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

*BCVA change from baseline, mean ETDRS letters; last observation carried forward; full analysis set
tFollowing 3 initial monthly doses (every 4 weeks)

Again, with efficacy measured as mean change in best-corrected visual acuity, intravitreal aflibercept injection
tracked closely with ranibizumab in both studies. Improvements in BCVA were observed as early as week 1 in all
treatment groups, with an overall trend of continuing improvement to the week 52 visit.

The minor differences between groups disappeared when data were combined across studies, showing that the
mean change in BCVA at week 52 was within 1 letter for all study treatments (range, 8.3 to 9.3 letters). All
intravitreal aflibercept injection groups, including the 2 mg every 8 weeks arm, were similar to monthly ranibizumab.
(CLICK)
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k\ VIEW 1/VIEW 2 Studies: Proportion (%) of Patients with
' Vision Gains at 52 Weeks*
| VIEW1 | l | VIEwW2 |
84 : a
79 g 80 1 79 718
i
I
I
I
1
: 150
B | 4
S i
< |
2 I 29 3
1
1
I
1
: 5 5
i 3
20 Letters 210 Letters 215 Letters 230 Letters 20 Letters 210 Letters 215 Letters 230 Letters
RBZ Q4 1Al 2Q4 IAI 2Q8t RBZ Q4 1Al 204 1Al 2Q8
- (N=304) H (N=304) - (N=301) -l (N=291) H (N=309) - (N=306)
*BCVA change from baseline, mean ETDRS letters; last observation carried forward; full analysis set
tFollowing 3 initial monthly doses (every 4 weeks)

Most patients in both studies showed some improvement in visual acuity at 1 year. Proportions were numerically
similar for all intravitreal aflibercept injection groups and ranibizumab monthly.

A gain of at least 15 letters or 3 lines in BCVA is considered a clinically significant increase in visual acuity. Similar
proportions of patients treated with intravitreal aflibercept injection or monthly ranibizumab experienced
improvements in vision.

Confidence intervals for differences between intravitreal aflibercept injection and ranibizumab in the individual
studies as well as in combined data included zero, thereby showing no clinically relevant differences between groups
in terms of patients gaining 15 or more letters. (CLICK)
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VIEW 1/VIEW 2 Studies: Proportion (%) of Patients
with 220/40 BCVA at 52 Weeks*

e

| vEW1 | , | VEw2 |
1
i
1
1
I
1
I
46% |
£ . 0
g ! 3% 35
s i 275%
s |
) i
Lo 3% %
Baseline Week 52 Baseline Week 52
RBZ Q4 AI204 | IAI2Q8! RBZ Q4 IAI 204 IAI 208t
M ey ™ oneson ! neson) B nezet) ™ neaoe) v=aog)

*BCVA change from baseline, mean ETDRS letters; last observation carried forward; full analysis set
tFollowing 3 initial monthly doses (every 4 weeks)

Average BCVA at baseline was 20/80. At 1 year, visual acuity had improved to 20/40 or better in similar proportions
across intravitreal aflibercept injection arms, including the 2 mg every 8 weeks group, and the monthly ranibizumab
arm. (CLICK)
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VIEW 1/VIEW 2 Studies: Anatomic Effects Over 52 Weeks
Q Mean Change in Mean Central Retinal Thickness™

0+ VIEW 1
40

80 3 _ 117 1A12Q4 (N=304)
> e 3 » -117 RBZ Q4 (N=304)
>-129 11208t (N=301)

Central retinal thickness,
meanchange from baseline, pm

[==]
2

=

m

=

N

-139 RBZ Q4 (N=291)

120 4 3
160 4 ' — P ° =% 143 IAIZQBT(N:}OS)

457 1A12Q4 (N=309)

Treatment decisions were not based on anatomic measures

*Last observation carried forward; full analysis set. VIEW 1: OCTs mandatory at baseline, Wks 4,12,
24, 36, 52. VIEW 2: OCTs mandatory at all visits
Following 3 initial monthly doses (every 4 weeks)

Changes in anatomic measures such as central retinal thickness as measured by OCT are regarded as
pharmacodynamic indicators of VEGF inhibition in wet AMD.

Mean central retinal thickness was reduced by week 4. Reductions were maintained through the end of year 1.
Reductions were similar across treatment groups.

Because OCTs were performed at all visits in VIEW 2, monthly data were available and showed minor inter-injection
fluctuations in average retinal thickness in the 2 mg Q8 group. These fluctuations steadily diminished in the latter
part of the study.

It should be noted that anatomic measures were not used to guide dosing decisions in these studies.(CLICK)
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. VIEW 2: Post-Hoc Exploration of Central Retinal Thickness hd
k (CRT) Fluctuations vs. Visual Acuity Outcome at 52 Weeks?

« Similar decreases in CRT observed in all treatment arms

« Periodic inter-dose fluctuations in CRT observed in IAlI 2Q8 group undergoing
monthly OCT assessments (VIEW 2)

+ Minor fluctuations not associated with deleterious effect on visual acuity
outcome in overall group (IAl 2Q8 mean gains similar to other arms)

« Post-hoc analyses: Visual acuity change from baseline at 52 weeks vs.
number of episodes with CRT increases >100 um or >50 um

+ >14,000 OCT assessments (central reading center)

'Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory Commitiee, June 17, 2011

(Optional Slide)

The VIEW studies showed similar decreases in retinal thickness in all treatment arms over 52 weeks. However, in
VIEW 2, monthly OCT data exhibited minor inter-dose fluctuations in central retinal thickness in the aflibercept 2Q8
group, prompting additional post-hoc exploration. Mean visual acuity changes from baseline in the intravitreal
aflibercept 2Q8 group were similar to the gains achieved in the other arms, suggesting no overall deleterious effect
associated with the CRT fluctuations.

Data on more than 14,000 OCT evaluations read by a central reading center were available for analysis. Patients in
each arm were grouped according to the number of inter-visit CRT increases >100 pm or >50 um. The mean visual
acuity outcome for each group was then analyzed in these post-hoc investigations. (CLICK)
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k\ VIEW 2 Study: Distribution of Episodic Central Retinal
) Thickness Increases (Post-Hoc Analysis)!

100 4
‘ >100 ym CRT Increases | ’ >50 um CRT Increases

80

8

uRBZ Q4 (N=290)
mIAl 204 (N=293)
“lAl 2Q8° (N=302)

% Patients

£
o

20

1 2 3 4 6 6 7 0 1 2 3 4 5 6 7
No. Episodes, Cenfral Retinal Thickness (CRT) Increase >100 pm

*Following 3 initial monthly doses (every 4 weeks)

'Dala on fle. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory Committee, June 17, 2011.

(Optional Slide)

Looking at inter-visit increases >100 um in CRT, the post-hoc analyses showed that approximately 20-30% of patients
in every group in VIEW 2 displayed at least one such episode.! However, relatively few patients in any group had
more than one such occurrence. There was a small shift in the group receiving intravitreal aflibercept injection as 2

mg every 8 weeks.
A similar pattern was observed among patients with inter-visit CRT increases >50 um. (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory

Committee, June 17, 2011.
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X VIEW 2 Study: BCVA Change at 52 Weeks vs. Episodes of hd
k ' Inter-visit CRT Increase >100 um (Post-Hoc Analysis)*?*

RBZ Q4 (N=290) 1A12Q4 (N=307)
Mean BCVA Change 95 93 88 145 107 93 14 -124 24 13
(n) (233)  (38) (12) 4) (3) (254) (40) (7) (8) (1)
60 7 60 -
. 401 40 1 :
% = 201 | | H 3 20 1 . °
e
g% 04 01 H )
£ 8201 -20 7
28 - A
40 40 1
60~ 60 -
0 1 2 3 4 5 6 0 1 2 3 4 5 6
1A12Q8* (N=302)

Mean BCVA Change 98 84 23 56 52 -29 20
M go 210 (8 (1§ U] (4) m.

c, 40
B2 201 B
g ol ' s+ e+ 8
3.
*Following 3 initial monthly ~ & &2 .
doses (every 4 weeks) 407
60

0 1 2 3 4 5 6
No. of Episodes, CRT Increase > 100 um
'Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory Committee, June 17, 2011.

When number of episodes of inter-visit CRT increases > 100 um was compared with best-corrected visual acuity at
52 weeks, the post-hoc analyses did not find a correlation between CRT increases and visual acuity outcome.! (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory
Committee, June 17, 2011.
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VIEW 2 Study: BCVA Change at 52 Weeks vs. Episodes of o
0_ Inter-visit CRT Increase >50 um (Post-Hoc Analysis)*

RBZ Q4 (N=290) 1A12Q4 (N=307)
Mean BCVA Change 81 12 85 73 9 5 -12 89 13 13 13
(n) g ,(110)_(85) (54) (29) 8) @) (1) j (129) (80) ) (26) (15) (15)
'
404 * . 40 4 ‘
£z l I I ' ' 201 :
2o + [ § ° . . . b :
£ 04 I I 1 i i 0 1 ' M
c e . *
<35 -204 p . . 2014 .
28 . .
40 1 * 401 °
50 J 60 -
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
1A12Q8* (N=302)
Mean BCVA Change 88 14 1 45 3 29 14 -29
(n) (85) (88)  (67) @) (U] @ M

60 7

[
(=<1
i L
*

Sz
E =
EE 01! | | i ¢ B
*Following 3 initial monthly 3 »-
(=== *
doses (every 4 weeks) 40
50

T T T T T T 1

1 2 3 4 7
No. of Episodes, CRT Increase > 50 um

'Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory Committee, June 17, 2011.

(Optional Slide)
When the cut-off for intervisit CRT increase was >50 um, there was no correlation between episodic CRT increase
and visual acuity outcome at 52 weeks.! (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory
Committee, June 17, 2011.
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VIEW 1/VIEW 2 Studies: Proportion (%) of Patients without Retinal
Q/ Cysts/Edema (Without Fluid ) on TD-OCT at 52 Weeks?

| VIEW1 | | VEW2 |
]
]
]

i 80%

: 72%
© 61% 62% 0% i
E I
= ]
© ]
o 1
< |
I
1

301 ] 306

RBZ Q4 1A12Q4 |Al2Q8* RBZ Q4 1A12Q4 1Al 2Q8*

Time Domain Optical Coherence Tomography (TD-OCT) evaluation by masked reading center; post-hoc
analysis

"Following 3 initial monthly doses (every 4 weeks)
'Data on file. Regeneron Pharmaceuticals, Inc. Briefing Documentfor FDA Ophthalmologic Drugs Advisory Commitee, June 17,2011,

A post-hoc analysis was performed to determine the proportion of patients with no retinal cysts or edema on OCT.!
Groups were generally numerically similar.

Their clinical significance in terms of vision benefits are not clear and they were not used to guide dosing decisions in
these studies. (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory
Committee, June 17, 2011.
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VIEW 1/VIEW 2 Studies: Proportion (%) of Patients with
Q/ No Leakage on Fluorescein Angiography at 52 Weeks?

| VIEW1 | | VEW2 |
1
1
]
i
69% - 68%
o 64% o : > 61%
- 1
e 1
2 I
© 1
o 1
= i
1
1
: 306
RBZ Q4 1AI2Q4 1Al 2Q8* RBZ Q4 1A12Q4 1AI2Q8*

Post-hoc analysis

"Following 3 initial monthly doses (every 4 weeks)
'Data onfle. Regeneron Pharmaceutcals, Inc. Briefing Documentfor FDA Ophthalmologic Drugs Advisory Commitee, June 17,2011,

As with patients without retinal edema, the proportion of patients with no fluorescein leakage were comparable
across treatment groups.! (CLICK)

1Data on file. Regeneron Pharmaceuticals, Inc. Briefing Document for FDA Ophthalmologic Drugs Advisory
Committee, June 17, 2011.
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{;\ VIEW 1 and VIEW 2 Studies

Integrated Safety Data
Over First 52 Weeks

We'll now turn our attention to the safety data from the VIEW 1 and VIEW 2 trials, which pool all EYLEA® (aflibercept)

Injection arms, including the EYLEA 0.5 mg monthly arm. (CLICK)
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X Most Common Adverse Reactions (21%) as Reported in
k EYLEA® (aflibercept) Injection Prescribing Information (1 of 2)

Intravitreal Aflibercept

Active Control Injection (1Al)
(Ranibizumab, N=595) (N=1824)

% %
Conjunctival hemorrhage 28 25
Eye pain 9 9
Cataract 7 7
Vitreous detachment 6 6
Vitreous floaters 7 6
Intraocular pressure increased 7 5
Conjunctival hyperemia 8 4
Corneal erosion 5 4

(Slide 1 of 2 slides)

The most common adverse reactions reported in 5% patients receiving intravitreal aflibercept injection were
conjunctival hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and increased intraocular
pressure. Occurrence rates were similar for intravitreal aflibercept injection and active control ranibizumab.
Combined data for all intravitreal aflibercept injection dosages are shown. No dose-related incidence or pattern of
adverse reactions was seen in patients receiving intravitreal aflibercept injection.

Adverse reactions occurring in <5% but in 21% of patients receiving intravitreal aflibercept injection included corneal
erosion ... (CLICK)
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X Most Common Adverse Reactions (21%) as Reported in
& EYLEA® (aflibercept) Injection Prescribing Information (2 of 2)

Intravitreal Aflibercept i

Active Control Injection (lAl)
(Ranibizumab, N=595) (N=1824)

% %
Retinal pigment epithelium detachment 3 3
Injection site pain 3 3
Foreign body sensation in eyes 3 4
Lacrimation increased 3 1
Vision blurred 2 2
Retinal pigment epithelium tear 2 1
Injection site hemorrhage 1 2
Eyelid edema 1 2
Comeal edema 1 1

« Less common serious adverse reactions reported in <1% of patients treated with
IAl were retinal detachment, retinal tear, and endophthalmitis. Hypersensitivity
has also been reported in <1% of patients treated with |Al.

(slide 2 of 2 slides)

Adverse reactions occurring in <5% but in 21% of patients receiving intravitreal aflibercept injection included RPE
detachment, injection site pain, foreign body sensation in the eyes, increased lacrimation, blurred vision, RPE tear,
injection site hemorrhage, eyelid edema, and corneal edema.

Less common serious adverse reactions reported in <1% of patients treated with intravitreal aflibercept injection
were retinal detachment, retinal tear, and endophthalmitis. Hypersensitivity has also been reported in <1% of
patients treated with intravitreal aflibercept injection. (CLICK)
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VIEW 1/VIEW 2 Studies: Serious Ocular Adverse
W Reactions Over First 52 Weeks”
Intravitreal Aflibercept
Active Control Injection (IAl)
(Ranibizumab, N=595) (N=1824)
% %
Any serious ocular adverse event 34 21
Visual acuity reduced 05 05
Retinal hemorrhage 05 03
Endophthalmitis 0.5 0.2
Cataract 0.2 0.2
RPE Tear 0.2 0.2
|OP increased 0.2 0.1
Retinal detachment 0.2 0.1
Macular hole 0 01
Posterior capsular opacification 0.3 0
*Occurring in >2 patients in either group

Serious ocular adverse events reported in 3.4% of patients in the ranibizumab group and 2.1% of patients in the
intravitreal aflibercept injection arm. Rates of serious ocular adverse reactions were similar for active control
ranibizumab and intravitreal aflibercept injection. Less common serious adverse reactions occurring in <1% of
patients treated with intravitreal aflibercept injection were retinal detachment, retinal tear, and
endophthalmitis.(CLICK)
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VIEW 1/VIEW 2 Studies: Serious Non-ocular (Systemic)
Adverse Reactions Over First 52 Weeks”
Active Control lntra;li}:l:at!ilﬁ'{ i(tI:.AeIl)'ce':'t
(Ranibizumab, N=595) (N=1824)
Disorder % %
Any serious non-ocular adverse event 14 14
Infections/infestations 35
Cardiac 3
Neoplasms 2 2.5
Vascular disorders 1 1
Injury/poisoning/procedural complications 1 2
Musculoskeletal/connective tissue 1 0.5
Gastrointestinal 1 1.5
Respiratory/thoracic/mediastinal 1 1
General/administration site 1 1
Nervous system 0.5 2
*>1% in either group

In both the ranibizumab and the intravitreal aflibercept injection arms the incidence of any serious non-ocular
adverse reaction was 14%. (CLICK)
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\ VIEW 1/VIEW 2 Studies: Arteriothrombolic (APTC")
k Events Over First 52 Weeks

lintravitreal Aflibercept

Active Control Injection (lAl)
(Ranibizumab, N=595) (N=1824)
% (n) % (n)
Any APTC event 1.5(9) 1.8 (32)
Non-fatal myocardial infarction 1.0(6) 0.8 (15)
Non-fatal stroke 0.3(2) 04(8)
Vascular death 0.3(2 0.5(9)

*Antiplatelet Trialists’ Collaboration

There is a potential risk of arteriothrombolic events (ATEs) following the use of intravitreal VEGF inhibitors, including
EYLEA. These are defined as nonfatal stroke, nonfatal myocardial infarction, or vascular death (including deaths of
unknown cause). The incidence of ATEs with EYLEA in clinical trials was 1.8% during the first year. (CLICK)
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\\ VIEW 1/VIEW 2 Studies:
_) Deaths Over First 52 Weeks

Intravitreal Aflibercept

Active Control Injection (1Al)
(Ranibizumab, N=595) (N=1824)
% (n) % (n)

All deaths 1.2(7) 1.0 (19)
Cardiac disorders 0.5(3) 04 (8)
General/administration site conditions 0 0.1 (2
Neoplasms 0.5(3) 01 (2
Nervous system 0 0.2 (3)
Respiratory/thoracic/mediastinal 0.2(1) 0.2 (3)
Vascular disorders 0 0.1 (2

Deaths occurred in 1.2% of patients in the ranibizumab arm and 1.0% of the patients in the intravitreal aflibercept
injection arm. (CLICK)
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X VIEW 1/VIEW 2 Studies:
k Intraocular Inflammation Events Over First 52 Weeks

Intravitreal Aflibercept

Active Control Injection (1Al)

(Ranibizumab, N=595) (N=1824)

% (n) % (n)

Endophthalmitis™ 05(3) 0.2 (3)
Eye inflammation 0 <0.1 (1)
Iridocyclitis 0 0.1 (2

Iritis 0.2(1) 0

Retinal vasculitis 0 <0.1 (1)
Vitritis 0.2(1) <0.1 (1)

"Serious ocular adverse event

Intraocular inflammatory events occurred with similar frequency across treatment groups. (CLICK)
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G\ EYLEA

~ (aflibercept) Injection
For Intravitreal Injection

Important Product Information
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\ EYLEA® (aflibercept) Injection:
& Indication and Contraindications

Indication

« EYLEA is indicated for the treatment of patients with
neovascular (wet) Age-related Macular Degeneration (AMD)
Contraindications

« EYLEA is contraindicated in patients with ocular or periocular
infections, active intraocular inflammation, or known

hypersensitivity to aflibercept or to any of the excipients in
EYLEA

We reviewed the efficacy results from VIEW 1 and VIEW 2 which support the approved indication for EYLEA®
(aflibercept) Injection ...

Namely, that EYLEA is indicated for the treatment of wet age-related macular degeneration.

EYLEA is contraindicated in patients with ocular or periocular infections, active intraocular inflammation, or known
hypersensitivity to aflibercept or to any of the excipients in EYLEA.(CLICK)
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“ EYLEA® (aflibercept) Injection:
& Dosage and Administration

+ The recommended dose for EYLEA is 2 mg administered by intravitreal injection

every 4 weeks (monthly) for the first 12 weeks (3 months), folowed by 2 mg once
every 8 weeks (2 months).

EYLEA Dosing For 1*t Year of Treatment

.WWII

% | 20 |24 | 28 | 32 3

flif

40 44 @

i

+ Although EYLEA may be dosed as frequently as 2 mg every 4 weeks (monthly),

additional efficacy was not demonstrated when EYLEA was dosed every 4 weeks
compared to every 8 weeks.

52

The recommended dose for EYLEA® (aflibercept) Injection is 2 mg administered by intravitreal injection every 4
weeks, or monthly, for the first 12 weeks (3 months), followed by 2 mg once every 8 weeks (2 months). Although

EYLEA may be dosed as frequently as 2 mg every 4 weeks (monthly), additional efficacy was not demonstrated when
EYLEA was dosed every 4 weeks compared to every 8 weeks. (CLICK)
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R EYLEA® (aflibercept) Injection:
<V Important Administration Considerations

» Immediately following the intravitreal injection, patients should be
monitored for elevation in intraocular pressure. Appropriate
monitoring may consist of a check for perfusion of the optic nerve
head or tonometry. If required, a sterile paracentesis needle
should be available.

» Following intravitreal injections, patients should be instructed to
report any symptoms suggestive of endophthalmitis or retinal
detachment (e.g., eye pain, redness of the eye, photophobia,
blurring of vision) without delay.

Verbatim

Immediately following the intravitreal injection, patients should be monitored for elevation in intraocular pressure.
Appropriate monitoring may consist of a check for perfusion of the optic nerve head or tonometry. If required, a
sterile paracentesis needle should be available.

Following intravitreal injections, patients should be instructed to report any symptoms suggestive of endophthalmitis
or retinal detachment (e.g., eye pain, redness of the eye, photophobia, blurring of vision) without delay.
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- EYLEA® (aflibercept) Injection:
k Warnings and Precautions

« Intravitreal injections, including those with EYLEA, have been associated with
endophthalmitis and retinal detachments. Proper aseptic injection technique must
aways be used when administenng EYLEA. Patients should be instructed to report any
symptoms suggestive of endophthalmitis or retinal detachment without delay and
should be managed appropriately.

« Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal
injection, including with EYLEA. Sustained increases in intraocular pressure have also
been reported after repeated intravitreal dosing with VEGF inhibitors. Intraocular
pressure and the perfusion of the optic nerve head should be monitored and managed
appropriately.

» There is a potential nisk of arterial thromboembolic events (ATEs) folowing use of
intravitreal VEGF inhibitors, including EYLEA, defined as nonfatal stroke, nonfatal
myocardial infarction, or vascular death (including deaths of unknown cause). The
incidence of ATEs with EYLEA in clinical trials was 1.8% in the first year.

Please see the full Prescribing Information for EYLEA provided during this presentation

Verbatim
Important safety information to be aware of when considering the use of EYLEA® (aflibercept) Injection...

Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis and retinal
detachments. Proper aseptic injection technique must always be used when administering EYLEA. Patients should be
instructed to report any symptoms suggestive of endophthalmitis or retinal detachment without delay and should be
managed appropriately.

Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including with
EYLEA. Sustained increases in intraocular pressure have also been reported after repeated intravitreal dosing with
VEGF inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be monitored and managed
appropriately.

There is a potential risk of arterial thromboembolic events (ATEs) following use of intravitreal VEGF inhibitors,
including EYLEA, defined as nonfatal stroke, nonfatal myocardial infarction, or vascular death (including deaths of
unknown cause). The incidence of ATEs with EYLEA in clinical trials was 1.8% during the first year.(CLICK)
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X EYLEA® (aflibercept) Injection:
k Adverse Reactions from Phase 3 Studies

+ The most common adverse reactions (25%) reported in patients
receiving EYLEA were conjunctival hemorrhage, eye pain, cataract,
vitreous detachment, vitreous floaters, and increased intraocular
pressure.

+ Serious adverse reactions related to the injection procedure have
occurred in <0.1% of intravitreal injections with EYLEA including
endophthalmitis, traumatic cataract, and increased intraocular
pressure.

Please see the full Prescribing Information for EYLEA provided during
this presentation

The most common adverse reactions (25%) reported in patients receiving EYLEA® (aflibercept) Injection were
conjunctival hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and increased intraocular
pressure.

Serious adverse reactions related to the injection procedure have occurred in <0.1% of intravitreal injections with
EYLEA including endophthalmitis, traumatic cataract, and increased intraocular pressure. (CLICK)
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\\ EYLEA 4USM: EYLEA® (aflibercept) Injection o
) Comprehensive Support Program

« Comprehensive support program designed to meet your and
your patients’ information, access, and reimbursement needs

/ Call 1-855-EYLEA-4U (1-855-395-3248) \
Monday - Friday 9AM - 8PM Eastern Time

Health Care Patient or Caregiver Adverse Events, Reimbursement and Product Ordering
Professional Medical Medical Information | Product Complaints, Patient Assistance Assistance through
Information Inquiries Inquiries and Product Returns one of our Distributors

\ www.EYLEA.com /

(Optional for presentation by Regeneron Medical Specialist at conclusion of the program)

Regeneron has established EYLEA 4U as a comprehensive support program for EYLEA® (aflibercept) Injection that can
help you, your staff , and patients with various inquiries, including requests for medical information, reimbursement

assistance, and product ordering assistance. (CLICK)
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Q_ EYLEA® (aflibercept) Injection: Distribution

+ Available through a broad network of specialty distributors and specialty pharmacies
to help ensure access to all providers, including offices and hospitals

How Supplied

40 mg/mL solution for
intravitreal injection in a
single-use glass vial
containing 1 dose (2 mg)
of EYLEA

Doses Per Vial 1
NDC # 61755-0005-02
Wholesale Acquisition $1.850

Cost (WAC)

T k\, EYLEA ==
(fibecep recin <

For Intranitreal Injection =

2 mg,/0.05 mlL
Single-use Vial =

—
WL E

Please see full Prescribing Information available from the representative in attendance

(Optional for presentation by Regeneron Medical Specialist at conclusion of the program)

EYLEA® (aflibercept) Injection is available through a number of different sources, including distributors — Besse
Medical, CuraScript SD Specialty Distribution, and McKesson Specialty Health, and Apothecary Shoppe — and through

a network of Specialty Pharmacy Providers. (CLICK)
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L\ EYLEA
"~ (aflibercept) Injection
For Intravitreal Injection

Please see Regeneron representative in
attendance for Full Prescribing Information

Thank you.
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k?\ Questions and Answers
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Insert Optional Case Study
Presentation here
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