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Solution For Intravitreal Injection
Aflibercept 40mg/ml
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Eylea is indicated for adults for the treatment of
e neovascular (wet) age-related macular degeneration (AMD) (see section 5.1),
¢ visual impairment due to macular oedema secondary to retinal vein occlusion (branch
RVO or central RVO) (see section 5.1),
visual impairment due to diabetic macular oedema (DME) (see section 5.1),
visual impairment due to myopic choroidal neovascularisation (myopic CNV) (see
section 5.1).
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacodynamic effects

The ALTAIR study was conducted in Japanese patients with treatment naive wet AMD,
showing similar outcomes to the VIEW studies using 3 initial monthly Eylea 2 mg injections,
followed by one injection after a further 2 months, and then continued with a treat-and-extend
regimen with variable treatment intervals (2-week or 4-week adjustments) up to a maximum
16 week interval according to pre-specified criteria. At week 52, there were mean decreases
in central retinal thickness (CRT) on OCT of -134.4 and —126.1 microns for the 2-week
adjustment group and the 4-week adjustment group, respectively. The proportion of patients
without fluid on OCT at week 52 was 68.3% and 69.1% in the 2- and 4-week adjustment
groups, respectively. The reduction in CRT was generally maintained in both treatment arms
in the second year of the ALTAIR study.

Clinical efficacy and safety
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ALTAIR was a 96 week multicentre, randomised, open-label study in 247 Japanese patients
with treatment naive wet AMD, designed to assess the efficacy and safety of Eylea following
two different adjustment intervals (2-weeks and 4-weeks) of a treat-and-extend dosing
regimen.

All patients received monthly doses of Eylea 2 mg for 3 months, followed by one injection
after a further 2 month interval. At week 16, patients were randomised 1:1 into two treatment
groups: 1) Eylea treat-and-extend with 2-week adjustments and 2) Eylea treat-and-extend
with 4-week adjustments. Extension or shortening of the treatment interval was decided
based on visual and/or anatomic criteria defined by protocol with a maximum treatment
interval of 16 weeks for both groups.

The primary efficacy endpoint was mean change in BCVA from baseline to week 52. The
secondary efficacy endpoints were the proportion of patients who did not lose 215 letters and
the proportion of patients who gained at least 15 letters of BCVA from baseline to week 52.

At week 52, patients in the treat-and-extend arm with 2-week adjustments gained a mean of
9.0 letters from baseline as compared to 8.4 letters for those in the 4-week adjustment group
[LS mean difference in letters (95% CI): -0.4 (-3.8,3.0), ANCOVA]. The proportion of patients
who did not lose 215 letters in the two treatment arms was similar (96.7% in the 2-week and
95.9% in the 4-week adjustment groups). The proportion of patients who gained 215 letters
at week 52 was 32.5% in the 2-week adjustment group and 30.9% in the 4-week adjustment
group. The proportion of patients who extended their treatment interval to 12 weeks or
beyond was 42.3% in the 2-week adjustment group and 49.6

% in the 4-week adjustment group. Furthermore, in the 4-week adjustment group 40.7% of
patients were extended to 16 week intervals. At the last visit up to week 52, 56.8% and
57.8% of patients in the 2-week and 4-week adjustment groups, respectively had their next
injection scheduled at an interval of 12 weeks or beyond.

In the second year of the study, efficacy was generally maintained up to and including the
last assessment at week 96, with a mean gain from baseline of 7.6 letters for the 2-week
adjustment group and 6.1 letters for the 4-week adjustment group. The proportion of patients
who extended their treatment interval to 12 weeks or beyond was 56.9% in the 2-week
adjustment group and 60.2 % in the 4-week adjustment group. At the last visit prior to week
96, 64.9% and 61.2% of patients in the 2-week and 4-week adjustment groups, respectively
had their next injection scheduled at an interval of 12 weeks or beyond. During the second
year of treatment patients in both the 2-week and 4-week adjustment groups received an
average of 3.6 and 3.7 injections, respectively. Over the 2 year treatment period patients
received an average of 10.4 injections

Ocular and systemic safety profiles were similar to the safety observed in the pivotal studies
VIEW1 and VIEW?2.
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