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In the developed world, the No. 1 cause of vision loss in people aged 50 and older is wet, or neovascular, age-related macular degener-
ation (AMD).1 Nonmodifiable risk factors for developing wet AMD include age and family history; the disease is more common after age 
60, and an elderly person has an up to 40% risk of developing AMD if he or she has a first-degree relative with the disease. The primary 
modifiable risk is smoking.2

Treatment of wet AMD is typically in the form of intravitreal anti-VEGF agents that bind extracellular VEGF. New treatments targeted 
at wet AMD continue to emerge, adding to the armamentarium and offering the promise of improving patient outcomes.

In Part 2 of this series, Rishi P. Singh, MD, a staff surgeon at the Cleveland Clinic’s Cole Eye Institute, shares details of the ASSESS study, 
which transitioned patients who had previously been treated with bevacizumab and ranibizumab to aflibercept. A video of Dr. Singh 
presenting the ASSESS study findings can be viewed online in the AMD Resource Center at www.retinatoday.com.

1.  Velez-Montoya R, Oliver SCN, Olson JL, et al. Current knowledge and trends in age-related macular degeneration: genetics, epidemiology, and prevention. Retina. 2014;34(3):423-441.
2.  Charbel IP, Chong NV, Scholl HP. The significance of the complement system for the pathogenesis of age-related macular degeneration—current evidence and translation into clinical application. Graefes Arch Clin Exp Ophthalmol. 2011;249:163-174
.
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PART I I

A multipart case series presented by experts in the management 
and treatment of wet age-related macular degeneration. 
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BY RISHI P. SINGH, MD

Efficacy and Tolerability of Intravitreal 
Aflibercept in Patients With Exudative 
AMD Previously Treated With 
Ranibizumab or Bevacizumab 

Intravitreal anti-VEGF injections have provided 
impressive therapeutic results in patients with 
wet age-related macular degeneration (AMD). 
Patients who might have lost visual acuity in 
the past are now gaining visual acuity with 
treatment. The three anti-VEGF agents most 
frequently used to treat wet AMD are afliber-
cept (Eylea, Regeneron), ranibizumab (Lucentis, 

Genentech), and bevacizumab (Avastin, Genentech), the last of 
which is used off-label for this indication.

THE ASSESS STUDY
Aflibercept is a recombinant human fusion protein 

that binds VEGF-A and VEGF-B as well as placental growth 
factor (Figure 1). There is little prospective data on patients 
who have received previous anti-VEGF treatment and 
are then transitioned to intravitreal aflibercept. The ASSESS 
study was a prospective study of the efficacy and tolerability 
of intravitreal aflibercept in patients with exudative 
AMD who were previously treated with ranibizumab or 
bevacizumab.1

This study was performed after the release of the VIEW 1 
and VIEW 2 trial results (Figure 2), which showed therapeutic 
equivalence over 52 weeks in patients who received 
aflibercept every 2 months or ranibizumab monthly.2 The 
less frequent dosing regimen with aflibercept would pro-
vide patients the opportunity for vision gains and anatomic 
disease control with a lower number of injections and visits. 
Patients who received previous anti-VEGF therapy for AMD 
in the study eye were excluded from the VIEW 1 and VIEW 2 
study populations.

The challenge with these types of trials is extrapolating them 
into clinical practice. Many patients are treated on as-needed 
(prn) or treat-and-extend regimens. The 2014 American Society 
of Retina Specialists’ Preferences and Trends Survey found that 
60% of clinician respondents reported using a treat-and-extend 
protocol, and only 32% were following patients monthly and 
injecting monthly.3

Study Details
My colleagues and I wanted to see what effect a fixed dosing 

treatment interval with aflibercept would have in patients who 

Figure 1.  Aflibercept is a recombinant human fusion protein that 

prevents receptors from binding not only to VEGF-A isoforms, but 

also to VEGF-B and placental growth factor.

Figure 2.  The VIEW 1 and VIEW 2 trials demonstrated that aflibercept 

injected every 2 months after three loading doses showed efficacy 

similar to that of monthly ranibizumab, with no vision loss at 52 weeks.
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had been previously treated with other anti-VEGF agents. The 
clinically relevant questions for this study were to evaluate 
the visual and anatomic outcomes in patients who were 
transitioned to receiving aflibercept from previous anti-VEGF 
treatments and to determine whether movement from a prn 
or a treat-and-extend approach to an every-2-month man-
dated approach achieved similar visual and anatomic results. 
Initially, the primary endpoint of the ASSESS trial was at 
12 months, and these results have been reported.4 Given the 
positive results observed at 1 year, we decided to extend the 
trial to 24 months to evaluate the long-term efficacy of intra-
vitreal aflibercept in these patients (Figure 3). The 24-month 
results are summarized here.

The ASSESS study included patients who had active subfo-
veal choroidal neovascularization secondary to AMD, which 
was confirmed with fluorescein angiography on study entry. 

Patients were required to have received previous injection with 
ranibizumab or bevacizumab within 3 months of enrollment to 
show activity, to have ETDRS BCVA of 20/25 to 20/320, and to 
have either fluid detected on spectral-domain optical coherence 
tomography (SD-OCT) or new hemorrhage noted on clinical 
exam. For this extension study, the primary efficacy endpoint 
was mean change from baseline of central foveal thickness on 
SD-OCT at month 24, and we looked at a variety of secondary 
endpoints as well.

A total of 24 patients, mean age 77 years, were enrolled in 
this extension of the prospective ASSESS trial. The average 
length of time from AMD diagnosis and treatment until study 
entry was 22 months. The average BCVA was 20/76, and the 
number of injections with an anti-VEGF before entry ranged 
from four to 23. Central retinal thickness on entry was on 
average 296 µm. 

Patients were given 2 mg intravitreal aflibercept every month 
for 3 months, followed by 2 mg once every 2 months for the 
next 21 months. Follow-up visits were performed every month 
for the first 3 months and then every 2 months until month 24. 
At each visit, patients underwent BCVA assessment using the 
E-ETDRS chart and central retinal thickness measurement on 
SD-OCT, as well as a full eye examination.

Results
There was significant improvement of mean central subfield 

thickness at all follow-up visits in patients treated with aflibercept 
every 2 months for 24 months (Figure 4). These patients, who 
were transitioned to receive intravitreal aflibercept after previous 
treatment with another anti-VEGF agent, showed a significant 
mean increase in BCVA by ETDRS letters from study baseline; 
patients achieved an average 10.4 letters of improvement in BCVA 
from enrollment to month 24 (Figure 5).

Figure 3.  The initial primary endpoint of the ASSESS trial was at 

12 months. The trial was extended to 24 months to evaluate the 

long-term efficacy of aflibercept.

Figure 4.  At all follow-up visits, there were significant mean 

improvements in central subfield thickness in patients treated with 

aflibercept every 2 months for 24 months.

Figure 5.  Patients who were transitioned to intravitreal aflibercept 

from treatment with other anti-VEGF agents showed a significant 

increase in BCVA, with patients achieving 10.4 letters on average 

improvement at month 24.
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As a secondary endpoint, we looked at patients who had 
gained 15 or more letters of BCVA from baseline: 33% of 
patients gained 15 letters or more by month 24, which was 
an improvement over the 12-month results (Figure 6).4 More 
important, we saw a significant improvement in patients who 
achieved 20/40 or better BCVA, especially by month 24, 
at which time 71% of patients achieved 20/40 or better 
(Figure 7).

Regarding safety, no serious adverse events were reported 
and the non serious events reported were similar to previous 
phase 3 clinical trials of aflibercept for exudative AMD.

CONCLUSION
One advantage of the study is its prospective nature, with 

mandated office visits and refractions. A drawback is its nonran-
domized design.

The ASSESS study demonstrated statistically significant 
improvements in both BCVA and central retinal thickness on 
SD-OCT after patients were transitioned to aflibercept every 

2 months. The results of this study and its 24-month exten-
sion may help guide clinicians treating patients who have 
received previous treatments with other anti-VEGF drugs. It 
demonstrates that they can safely be transitioned to intravit-
real aflibercept with the potential for long-term visual acuity 
and anatomic improvement. In some patients with exudative 
AMD, it may be possible to reduce the frequency of office 
visits and interventions and still achieve the best anatomic and 
visual outcomes. n

A video of Dr. Singh presenting this study can be found on Retina 
Today’s AMD Resource Center: bit.ly/singh0716.

1.  Singh RP, Srivastava S, Ehlers JP, et al. A single-arm, investigator-initiated study of the efficacy, safety and tolerability of intravitreal 
aflibercept injection in subjects with exudative age-related macular degeneration previously treated with ranibizumab or bevaci-
zumab: 24-month. Paper presented at: Retina Society Annual Meeting; October 7-11, 2015; Paris, France.
2.  Heier JS, Brown DM, Cong V, et al. Intravitreal aflibercept (VEGF Trap-Eye) in wet age-related macular degeneration. Ophthalmol-
ogy. 2012:119(12):2537-2548. 
3.  Stone TW. ASRS 2014 Preferences and Trends Survey. Paper presented at: American Society of Retina Specialists Annual Meeting; 
Toronto, Canada; August 9-13, 2014.
4.  Singh RP, Srivastava S, Ehlers JP, et al. A single-arm, investigator-initiated study of the efficacy, safety and tolerability of intravitreal 
aflibercept injection in subjects with exudative age-related macular degeneration previously treated with ranibizumab or bevaci-
zumab: 12-month analysis. Clin Ophthalmol. 2015;9:1759-1766.
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Figure 6.  In the ASSESS study, 33% of patients gained 15 letters or 

more by month 24.

Figure 7.  By month 24, 71% of patients in the ASSESS study achieved 

20/40 or better visual acuity.

The ASSESS study demonstrated 

statistically significant 

improvements in both BCVA 

and central retinal thickness 

on SD-OCT after patients were 

transitioned to aflibercept every 

2 months.
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INDICATIONS AND IMPORTANT SAFETY INFORMATION 

INDICATIONS
  EYLEA® (a� ibercept) Injection is indicated for the treatment 
of patients with Neovascular (Wet) Age-related Macular 
Degeneration (AMD), Macular Edema following Retinal Vein 
Occlusion (RVO), Diabetic Macular Edema (DME), and Diabetic 
Retinopathy (DR) in Patients with DME. 

CONTRAINDICATIONS
  EYLEA® (a� ibercept) Injection is contraindicated in patients 
with ocular or periocular infections, active intraocular 
in� ammation, or known hypersensitivity to a� ibercept or 
to any of the excipients in EYLEA.

WARNINGS AND PRECAUTIONS
  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. Intraocular in� ammation has been reported 
with the use of EYLEA.

  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 intravitreal use of VEGF inhibitors, including 
EYLEA. ATEs are de� ned as nonfatal stroke, nonfatal 
myocardial infarction, or vascular death (including deaths of 
unknown cause). The incidence of reported thromboembolic 
events in wet AMD studies during the � rst year was 1.8% 
(32 out of 1824) in the combined group of patients treated 
with EYLEA. The incidence in the DME studies from baseline 
to week 52 was 3.3% (19 out of 578) in the combined group 
of patients treated with EYLEA compared with 2.8% (8 out 
of 287) in the control group; from baseline to week 100, 
the incidence was 6.4% (37 out of 578) in the combined 
group of patients treated with EYLEA compared with 4.2% 
(12 out of 287) in the control group. There were no reported 
thromboembolic events in the patients treated with EYLEA in 
the � rst six months of the RVO studies.

ADVERSE REACTIONS
  Serious adverse reactions related to the injection procedure 
have occurred in <0.1% of intravitreal injections with EYLEA 
including endophthalmitis and retinal detachment.

  The most common adverse reactions (≥5%) reported in 
patients receiving EYLEA were conjunctival hemorrhage, 
eye pain, cataract, vitreous � oaters, intraocular pressure 
increased, and vitreous detachment.

Choose EYLEA® (a� ibercept) 
Injection from the start

Learn about EYLEA at EYLEA.us/rt
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For complete details, see Full Prescribing Information.
1 INDICATIONS AND USAGE
EYLEA® (aflibercept) Injection is indicated for the treatment of patients 
with Neovascular (Wet) Age-Related Macular Degeneration (AMD), 
Macular Edema following Retinal Vein Occlusion (RVO), Diabetic Macular 
Edema (DME), and Diabetic Retinopathy (DR) in Patients with DME.

2 DOSAGE AND ADMINISTRATION
2.1 Important Injection Instructions. For ophthalmic intravitreal 
injection. EYLEA must only be administered by a qualified physician.
2.2 Neovascular (Wet) Age-Related Macular Degeneration (AMD). 
The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) 
administered by intravitreal injection every 4 weeks (monthly) for the 
first 12 weeks (3 months), followed by 2 mg (0.05 mL) via intravitreal 
injection 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.
2.3 Macular Edema Following Retinal Vein Occlusion (RVO). The 
recommended dose for EYLEA is (0.05 mL or 50 microliters) administered 
by intravitreal injection once every 4 weeks (monthly).
2.4 Diabetic Macular Edema (DME). The recommended dose for EYLEA 
is (0.05 mL or 50 microliters) administered by intravitreal injection every 
4 weeks (monthly) for the first 5 injections followed by 2 mg (0.05 mL) 
via intravitreal injection 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.
2.5 Diabetic Retinopathy (DR) in Patients with DME. The recommended 
dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by 
intravitreal injection every 4 weeks (monthly) for the first 5 injections, 
followed by 2 mg (0.05 mL) via intravitreal injection 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. 
2.6 Preparation for Administration. EYLEA should be inspected 
visually prior to administration. If particulates, cloudiness, or discoloration 
are visible, the vial must not be used. Using aseptic technique, the 
intravitreal injection should be performed with a 30-gauge x ½-inch 
injection needle. For complete preparation for administration instructions, 
see full prescribing information.

2.7 Injection Procedure. The intravitreal injection procedure should be 
carried out under controlled aseptic conditions, which include surgical 
hand disinfection and the use of sterile gloves, a sterile drape, and a 
sterile eyelid speculum (or equivalent). Adequate anesthesia and 
a topical broad–spectrum microbicide should be given prior to the 
injection. 
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 injection, 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 
(see Patient Counseling Information).
Each vial should only be used for the treatment of a single eye. If the 
contralateral eye requires treatment, a new vial should be used and the 
sterile field, syringe, gloves, drapes, eyelid speculum, filter, and injection 
needles should be changed before EYLEA is administered to the other eye.
After injection, any unused product must be discarded.

3 DOSAGE FORMS AND STRENGTHS
Single-use, glass vial designed to provide 0.05 mL of 40 mg/mL solution 
(2 mg) for intravitreal injection.

4 CONTRAINDICATIONS
EYLEA is contraindicated in patients with 
• Ocular or periocular infections
• Active intraocular inflammation
• Known hypersensitivity to aflibercept or any of the excipients in EYLEA. 

Hypersensitivity reactions may manifest as severe intraocular inflammation

5 WARNINGS AND PRECAUTIONS
5.1 Endophthalmitis and Retinal Detachments. Intravitreal injections, 
including those with EYLEA, have been associated with endophthalmitis 
and retinal detachments (see Adverse Reactions). 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 
(see Dosage and Administration and Patient Counseling Information).
5.2 Increase in Intraocular Pressure. Acute increases in intraocular 
pressure have been seen within 60 minutes of intravitreal injection, 
including with EYLEA (see Adverse Reactions). Sustained increases in 
intraocular pressure have also been reported after repeated intravitreal 
dosing with vascular edothelial growth factor (VEGF) inhibitors. Intraocular 
pressure and the perfusion of the optic nerve head should be monitored 
and managed appropriately (see Dosage and Administration).
5.3 Thromboembolic Events. There is a potential risk of arterial 
thromboembolic events (ATEs) following intravitreal use of VEGF inhibitors, 
including EYLEA. ATEs are defined as nonfatal stroke, nonfatal myocardial  
infarction, or vascular death (including deaths of unknown cause). The 

incidence of reported thromboembolic events in wet AMD studies during 
the first year was 1.8% (32 out of 1824) in the combined group of patients 
treated with EYLEA. The incidence in the DME studies from baseline to 
week 52 was 3.3% (19 out of 578) in the combined group of patients 
treated with EYLEA compared with 2.8% (8 out of 287) in the control 
group; from baseline to week 100, the incidence was 6.4% (37 out of 
578) in the combined group of patients treated with EYLEA compared 
with 4.2% (12 out of 287) in the control group. There were no reported 
thromboembolic events in the patients treated with EYLEA in the first six 
months of the RVO studies.

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in the 
Warnings and Precautions section of the labeling:
• Endophthalmitis and retinal detachments
• Increased intraocular pressure
• Thromboembolic events
6.1 Clinical Trials Experience. Because clinical trials are conducted 
under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in other 
clinical trials of the same or another drug and may not reflect the rates 
observed in practice.
A total of 2711 patients treated with EYLEA constituted the safety 
population in seven phase 3 studies. Among those, 2110 patients were 
treated with the recommended dose of 2 mg. Serious adverse reactions 
related to the injection procedure have occurred in <0.1% of intravitreal 
injections with EYLEA including endophthalmitis and retinal detachment. 
The most common adverse reactions (≥5%) reported in patients receiving 
EYLEA were conjunctival hemorrhage, eye pain, cataract, vitreous floaters, 
intraocular pressure increased, and vitreous detachment.
Neovascular (Wet) Age-Related Macular Degeneration (AMD). The 
data described below reflect exposure to EYLEA in 1824 patients with wet 
AMD, including 1223 patients treated with the 2-mg dose, in 2 double-
masked, active-controlled clinical studies (VIEW1 and VIEW2) for 12 months.

Table 1: Most Common Adverse Reactions (≥1%) in Wet AMD Studies

Adverse Reactions
EYLEA 

(N=1824)

Active Control 
(ranibizumab) 

(N=595)
Conjunctival hemorrhage 25% 28%

Eye pain 9% 9%

Cataract 7% 7%

Vitreous detachment 6% 6%

Vitreous floaters 6% 7%

Intraocular pressure increased 5% 7%

Ocular hyperemia 4% 8%

Corneal epithelium defect 4% 5%
Detachment of the retinal pigment 
epithelium

3% 3%

Injection site pain 3% 3%

Foreign body sensation in eyes 3% 4%

Lacrimation increased 3% 1%

Vision blurred 2% 2%

Intraocular inflammation 2% 3%

Retinal pigment epithelium tear 2% 1%

Injection site hemorrhage 1% 2%

Eyelid edema 1% 2%

Corneal edema 1% 1%

Less common serious adverse reactions reported in <1% of the patients 
treated with EYLEA were hypersensitivity, retinal detachment, retinal tear, 
and endophthalmitis.
Macular Edema Following Retinal Vein Occlusion (RVO). The data 
described below reflect 6 months exposure to EYLEA with a monthly 2 mg 
dose in 218 patients following CRVO in 2 clinical studies (COPERNICUS and 
GALILEO) and 91 patients following BRVO in one clinical study (VIBRANT).

Table 2: Most Common Adverse Reactions (≥1%) in RVO Studies
Adverse Reactions CRVO BRVO

EYLEA 
(N=218)

Control 
(N=142)

EYLEA 
(N=91)

Control 
(N=92)

Eye pain 13% 5% 4% 5%

Conjunctival hemorrhage 12% 11% 20% 4%
Intraocular pressure 
increased

8% 6% 2% 0%

Corneal epithelium defect 5% 4% 2% 0%

Vitreous floaters 5% 1% 1% 0%

Ocular hyperemia 5% 3% 2% 2%
Foreign body sensation 
in eyes

3% 5% 3% 0%

Vitreous detachment 3% 4% 2% 0%

Lacrimation increased 3% 4% 3% 0%

Injection site pain 3% 1% 1% 0%

Vision blurred 1% <1% 1% 1%

Intraocular inflammation 1% 1% 0% 0%

Cataract <1% 1% 5% 0%

Eyelid edema <1% 1% 1% 0%

Less common adverse reactions reported in <1% of the patients treated 
with EYLEA in the CRVO studies were corneal edema, retinal tear, 
hypersensitivity, and endophthalmitis.

Diabetic Macular Edema (DME). The data described below reflect 
exposure to EYLEA in 578 patients with DME treated with the 2-mg dose 
in 2 double-masked, controlled clinical studies (VIVID and VISTA) from 
baseline to week 52 and from baseline to week 100.

Table 3: Most Common Adverse Reactions (≥1%) in DME Studies
Adverse Reactions Baseline to Week 52 Baseline to Week 100

EYLEA 
(N=578)

Control 
(N=287)

EYLEA 
(N=578)

Control 
(N=287)

Conjunctival hemorrhage 28% 17% 31% 21%

Eye pain 9% 6% 11% 9%

Cataract 8% 9% 19% 17%

Vitreous floaters 6% 3% 8% 6%

Corneal epithelium defect 5% 3% 7% 5%
Intraocular pressure 
increased

5% 3% 9% 5%

Ocular hyperemia 5% 6% 5% 6%

Vitreous detachment 3% 3% 8% 6%
Foreign body sensation 
in eyes

3% 3% 3% 3%

Lacrimation increased 3% 2% 4% 2%

Vision blurred 2% 2% 3% 4%

Intraocular inflammation 2% <1% 3% 1%

Injection site pain 2% <1% 2% <1%

Eyelid edema <1% 1% 2% 1%

Less common adverse reactions reported in <1% of the patients treated 
with EYLEA were hypersensitivity, retinal detachment, retinal tear, corneal 
edema, and injection site hemorrhage.
6.2 Immunogenicity. As with all therapeutic proteins, there is a 
potential for an immune response in patients treated with EYLEA. 
The immunogenicity of EYLEA was evaluated in serum samples. The 
immunogenicity data reflect the percentage of patients whose test results 
were considered positive for antibodies to EYLEA in immunoassays. The 
detection of an immune response is highly dependent on the sensitivity 
and specificity of the assays used, sample handling, timing of sample 
collection, concomitant medications, and underlying disease. For these 
reasons, comparison of the incidence of antibodies to EYLEA with the 
incidence of antibodies to other products may be misleading. 
In the wet AMD, RVO, and DME studies, the pre-treatment incidence of 
immunoreactivity to EYLEA was approximately 1% to 3% across treatment 
groups. After dosing with EYLEA for 24-100 weeks, antibodies to EYLEA 
were detected in a similar percentage range of patients. There were 
no differences in efficacy or safety between patients with or without 
immunoreactivity. 

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy. Pregnancy Category C. Aflibercept produced embryo-
fetal toxicity when administered every three days during organogenesis 
to pregnant rabbits at intravenous doses ≥3 mg per kg, or every six 
days at subcutaneous doses ≥0.1 mg per kg. Adverse embryo-fetal 
effects included increased incidences of postimplantation loss and fetal 
malformations, including anasarca, umbilical hernia, diaphragmatic 
hernia, gastroschisis, cleft palate, ectrodactyly, intestinal atresia, 
spina bifida, encephalomeningocele, heart and major vessel defects, 
and skeletal malformations (fused vertebrae, sternebrae, and ribs; 
supernumerary vertebral arches and ribs; and incomplete ossification). 
The maternal No Observed Adverse Effect Level (NOAEL) in these studies 
was 3 mg per kg. Aflibercept produced fetal malformations at all doses 
assessed in rabbits and the fetal NOAEL was less than 0.1 mg per kg. 
Administration of the lowest dose assessed in rabbits (0.1 mg per kg) 
resulted in systemic exposure (AUC) that was approximately 10 times the 
systemic exposure observed in humans after an intravitreal dose of 2 mg.
There are no adequate and well-controlled studies in pregnant women. 
EYLEA should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 
8.3 Nursing Mothers. It is unknown whether aflibercept is excreted in 
human milk. Because many drugs are excreted in human milk, a risk to 
the breastfed child cannot be excluded. EYLEA is not recommended during 
breastfeeding. A decision must be made whether to discontinue nursing or 
to discontinue treatment with EYLEA, taking into account the importance 
of the drug to the mother.
8.4 Pediatric Use. The safety and effectiveness of EYLEA in pediatric 
patients have not been established.
8.5 Geriatric Use. In the clinical studies, approximately 76% (2049/2701) 
of patients randomized to treatment with EYLEA were ≥65 years of 
age and approximately 46% (1250/2701) were ≥75 years of age. No 
significant differences in efficacy or safety were seen with increasing age 
in these studies.

17 PATIENT COUNSELING INFORMATION
In the days following EYLEA administration, patients are at risk of 
developing endophthalmitis or retinal detachment. If the eye becomes red, 
sensitive to light, painful, or develops a change in vision, advise patients 
to seek immediate care from an ophthalmologist (see Warnings and 
Precautions). Patients may experience temporary visual disturbances after 
an intravitreal injection with EYLEA and the associated eye examinations 
(see Adverse Reactions). Advise patients not to drive or use machinery until 
visual function has recovered sufficiently.

BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION

Manufactured by:  
Regeneron Pharmaceuticals, Inc.
777 Old Saw Mill River Road
Tarrytown, NY 10591-6707 

U.S. License Number 1760 
EYLEA is a registered trademark of 
Regeneron Pharmaceuticals, Inc.
© 2015, Regeneron 
Pharmaceuticals, Inc. 

All rights reserved. 
Issue Date: March 2015 
Initial U.S. Approval: 2011

Regeneron U.S. Patents 7,070,959; 
7,303,746; 7,303,747; 7,306,799; 
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7,608,261; 7,972,598; 8,029,791; 
8,092,803; 8,647,842; and other 
pending patents. LEA-0721

US-LEA-1648-REGEYL116-RETINA TODAY (T-9x10_75) JA_R1.indd   2 1/22/16   10:21 AM



Visit www.zeiss.com/octangio
to find out more!

ZEISS AngioPlex OCT Angiography 
Making the revolutionary, routine.

A new era in retinal care—right now. 

•  New vascular information with ultra-clear 3D microvascular visualizations

•  Enhanced workfl ow with non-invasive, dye-free, single-scan angiography

•  Advancing OCT with ZEISS’ powerhouse CIRRUS™ OCT platform

Carl Zeiss Meditec, Inc.  800 342 9821  www.zeiss.com/cirrus
US_31_025_0066I ©2015 Carl Zeiss Meditec, Inc. All copyrights reserved.

The moment that revolutionary insight
becomes a routine part of every day care.
Introducing ZEISS AngioPlex™ OCT Angiography

//  ANGIOPLEX
MADE BY ZEISS


