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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use EYLEA
safely and effectively. See full prescribing information for EYLEA.

EYLEA® (aflibercept) Injection, for intravitreal use
Initial U.S. Approval: 2011

INDICATIONS AND USAGE ——m 8™
EYLEA is a vascular endothelial growth factor (VEGF) inhibitor indicated for
the treatment of patients with:

o Neovascular (Wet) Age-Related Macular Degeneration (AMD) (1.1)

e Macular Edema Following Retinal VVein Occlusion (RVO) (1.2)

e Diabetic Macular Edema (DME) (1.3)

o Diabetic Retinopathy (DR) (1.4)

DOSAGE AND ADMINISTRATION
o Neovascular (Wet) Age-Related Macular Degeneration (AMD)

e The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection every 4 weeks (approximately every 28 days,
monthly) for the first 3 months, followed by 2 mg (0.05 mL) via
intravitreal injection once every 8 weeks (2 months). (2.2)

o Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(approximately every 25 days, monthly), additional efficacy was not
demonstrated in most patients when EYLEA was dosed every 4 weeks
compared to every 8 weeks. Some patients may need every 4 week
(monthly) dosing after the first 12 weeks (3 months). (2.2)

o Although not as effective as the recommended every 8 week dosing
regimen, patients may also be treated with one dose every 12 weeks after
one year of effective therapy. Patients should be assessed regularly. (2.2)

e Macular Edema Following Retinal VVein Occlusion (RVO)

e The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection once every 4 weeks (approximately every 25 days,
monthly). (2.3)

e Diabetic Macular Edema (DME) and Diabetic Retinopathy (DR)

e The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection every 4 weeks (approximately every 28 days,
monthly) for the first 5 injections followed by 2 mg (0.05 mL) via
intravitreal injection once every 8 weeks (2 months). (2.4, 2.5)

o Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(approximately every 25 days, monthly), additional efficacy was not
demonstrated in most patients when EYLEA was dosed every 4 weeks
compared to every 8 weeks. Some patients may need every 4 week
(monthly) dosing after the first 20 weeks (5 months). (2.4, 2.5)

DOSAGE FORMS AND STRENGTHS
e Injection: 2 mg/0.05 mL solution in a single-dose pre-filled syringe (3)
e Injection: 2 mg/0.05 mL solution in a single-dose vial (3)

CONTRAINDICATIONS
e Ocular or periocular infection (4.1)

o Active intraocular inflammation (4.2)

e Hypersensitivity (4.3)

WARNINGS AND PRECAUTIONS

o Endophthalmitis and retinal detachments may occur following intravitreal
injections. Patients should be instructed to report any symptoms suggestive
of endophthalmitis or retinal detachment without delay and should be
managed appropriately. (5.1)

e Increases in intraocular pressure have been seen within 60 minutes of an
intravitreal injection. (5.2)

e There is a potential risk of arterial thromboembolic events following
intravitreal use of VEGF inhibitors. (5.3)

ADVERSE REACTIONS
The most common adverse reactions (>5%) reported in patients receiving
EYLEA were conjunctival hemorrhage, eye pain, cataract, vitreous
detachment, vitreous floaters, and intraocular pressure increased. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Regeneron at
1-855-395-3248 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 03/2021

FULL PRESCRIBING INFORMATION: CONTENTS*

1  INDICATIONS AND USAGE
1.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
1.2 Macular Edema Following Retinal Vein Occlusion (RVO)
1.3  Diabetic Macular Edema (DME)
1.4  Diabetic Retinopathy (DR)
2  DOSAGE AND ADMINISTRATION
2.1 Important Injection Instructions
2.2 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
2.3 Macular Edema Following Retinal Vein Occlusion (RVO)
2.4 Diabetic Macular Edema (DME)
2.5 Diabetic Retinopathy (DR)
2.6  Preparation for Administration - Pre-filled Syringe
2.7  Preparation for Administration - Vial
2.8 Injection Procedure
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
4.1 Ocular or Periocular Infections
4.2 Active Intraocular Inflammation
4.3  Hypersensitivity
5  WARNINGS AND PRECAUTIONS
5.1  Endophthalmitis and Retinal Detachments
5.2 Increase in Intraocular Pressure
5.3  Thromboembolic Events
6 ADVERSE REACTIONS
6.1  Clinical Trials Experience
6.2  Immunogenicity
8  USE IN SPECIFIC POPULATIONS

8.1  Pregnancy
8.2  Lactation
8.3  Females and Males of Reproductive Potential
8.4  Pediatric Use
8.5  Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2  Pharmacodynamics
12.3  Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2  Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
14.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
14.2  Macular Edema Following Central Retinal VVein Occlusion
(CRVO)
14.3 Macular Edema Following Branch Retinal Vein Occlusion
(BRVO)
14.4 Diabetic Macular Edema (DME)
14.5 Diabetic Retinopathy (DR)
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information
are not listed

Reference ID: 4770197



BLA 125387/S-069
Page 4

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
EYLEA is indicated for the treatment of:

1.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
1.2 Macular Edema Following Retinal Vein Occlusion (RVO)

1.3 Diabetic Macular Edema (DME)

1.4 Diabetic Retinopathy (DR)

2 DOSAGE AND ADMINISTRATION

2.1 Important Injection Instructions

For ophthalmic intravitreal injection. EYLEA must only be administered by a qualified
physician.

Pre-filled Syringe: A 30-gauge x Y2-inch sterile injection needle is needed but not provided.

Vial: A 5-micron sterile filter needle (19-gauge x 1%-inch), a 1-mL Luer lock syringe and a
30-gauge x Y-inch sterile injection needle are needed.

EYLEA is available packaged as follows:

e Pre-filled Syringe

¢ Vial Kit with Injection Components (filter needle, syringe, injection needle)
[see How Supplied/Storage and Handling (16)].

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 (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14.1)]. Some patients may need every 4 week (monthly) dosing after the first 12 weeks
(3 months). Although not as effective as the recommended every 8 week dosing regimen,
patients may also be treated with one dose every 12 weeks after one year of effective therapy.
Patients should be assessed regularly.

Reference ID: 4770197
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2.3 Macular Edema Following Retinal Vein Occlusion (RVO)

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection once every 4 weeks (approximately every 25 days, monthly) [see
Clinical Studies (14.2), (14.3)].

2.4 Diabetic Macular Edema (DME)

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14.4)]. Some patients may need every 4 week (monthly) dosing after the first 20 weeks
(5 months).

2.5 Diabetic Retinopathy (DR)

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14.5)]. Some patients may need every 4 week (monthly) dosing after the first 20 weeks
(5 months).

2.6 Preparation for Administration - Pre-filled Syringe

The EYLEA pre-filled glass syringe is sterile and for single use only. It should be inspected
visually prior to administration. Do not use if particulates, cloudiness, or discoloration are
visible, or if the package is open or damaged.

The intravitreal injection should be performed with a 30-gauge x “2-inch injection needle
(not provided).

The pre-filled syringe contains more than the recommended dose of 2 mg aflibercept (equivalent
to 50 microliters). The excess volume must be discarded prior to the administration.

Reference ID: 4770197
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PRE-FILLED SYRINGE DESCRIPTION - Figure 1:

Syringe Cap Wl
Luer Lock —M8 %

0.05 mL Dosing Line——— | —

Plunger —M8M8¥ —»

Finger Grip ——» @

Plunger Rod ———

!lip

Use aseptic technique to carry out the following steps:
1. PREPARE

When ready to administer EYLEA, open the carton and remove sterilized blister pack. Carefully
peel open the sterilized blister pack ensuring the sterility of its contents. Keep the syringe in the
sterile tray until you are ready for assembly.

2. REMOVE SYRINGE
Using aseptic technique, remove the syringe from the sterilized blister pack.
3. TWIST OFF SYRINGE CAP

Twist off the syringe cap by holding the syringe in one hand and the syringe cap with the thumb
and forefinger of the other hand (see Figure 2).

Note: To avoid compromising the sterility of the product, do not pull back on the plunger.

Figure 2:

TWIST!
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4. ATTACH NEEDLE

Using aseptic technique, firmly twist a 30-gauge x ¥-inch injection needle onto the Luer lock
syringe tip (see Figure 3).

Figure 3:

Note: When ready to administer EYLEA, remove the plastic needle shield from the needle.
5. DISLODGE AIR BUBBLES

Holding the syringe with the needle pointing up, check the syringe for bubbles. If there are
bubbles, gently tap the syringe with your finger until the bubbles rise to the top (see Figure 4).

Figure 4:

6. EXPEL AIR AND SET THE DOSE

To eliminate all bubbles and to expel excess drug, slowly depress the plunger rod to align the
plunger dome edge (see Figure 5a) with the black dosing line on the syringe (equivalent to
50 microliters) (see Figure 5Db).
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Figure 5a: Figure 5b:
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expelling air bubbles
Plunger Dome and excess drug
Air Bubble Dosing Plunger )
i Dome Dosing
. Line .
Solution Line
\ Plunger
Dome
Edge

7. The pre-filled syringe is for single use only. After injection any unused product must be
discarded.

2.7 Preparation for Administration - Vial

EYLEA should be inspected visually prior to administration. If particulates, cloudiness, or
discoloration are visible, the vial must not be used.

The glass vial is for single use only.
Use aseptic technique to carry out the following preparation steps:

Prepare for intravitreal injection with the following medical devices for single use:
e a5-micron sterile filter needle (19-gauge x 1%-inch)
e al-mL sterile Luer lock syringe (with marking to measure 0.05 mL)
e asterile injection needle (30-gauge x Y2-inch)

1. Remove the protective plastic cap from the vial (see Figure 6).
Figure 6:

2. Clean the top of the vial with an alcohol wipe (see Figure 7).
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Figure 7:

3. Remove the 19-gauge x 1%-inch, 5-micron, filter needle and the 1-mL syringe from their
packaging. Attach the filter needle to the syringe by twisting it onto the Luer lock syringe tip
(see Figure 8).

Figure 8:

4. Push the filter needle into the center of the vial stopper until the needle is completely inserted
into the vial and the tip touches the bottom or bottom edge of the vial.

5. Using aseptic technique withdraw all of the EYLEA vial contents into the syringe, keeping
the vial in an upright position, slightly inclined to ease complete withdrawal. To deter the
introduction of air, ensure the bevel of the filter needle is submerged into the liquid. Continue
to tilt the vial during withdrawal keeping the bevel of the filter needle submerged in the

liquid (see Figure 9a and Figure 9b).
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Figure 9a: Figure 9b:

6. Ensure that the plunger rod is drawn sufficiently back when emptying the vial in order to
completely empty the filter needle.

7. Remove the filter needle from the syringe and properly dispose of the filter needle.
Note: Filter needle is not to be used for intravitreal injection.

8. Remove the 30-gauge X ¥2-inch injection needle from its packaging and attach the injection
needle to the syringe by firmly twisting the injection needle onto the Luer lock syringe tip
(see Figure 10).

Figure 10:

9. When ready to administer EYLEA, remove the plastic needle shield from the needle.

10. Holding the syringe with the needle pointing up, check the syringe for bubbles. If there are
bubbles, gently tap the syringe with your finger until the bubbles rise to the top
(see Figure 11).
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Figure 11:

11. To eliminate all of the bubbles and to expel excess drug, SLOWLY depress the plunger so

that the plunger tip aligns with the line that marks 0.05 mL on the syringe (see Figure 12a
and Figure 12b).

Figure 12a: Figure 12b:

Soluet‘l:n af:‘“l:w.lbbl
expelling alr es
and excess drug

Dosing Line for 0.05 mL

Flat Plunger
Edge

PARRRANANAAY .

2.8 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.

Note for the pre-filled syringe: A small residual volume may remain in the syringe after a full
dose has been injected. This is normal.

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.
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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 (17)].

Each sterile, pre-filled syringe or vial should only be used for the treatment of a single eye. If the
contralateral eye requires treatment, a new sterile, pre-filled syringe or 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

EYLEA is a clear, colorless to pale yellow solution available as:
e Injection: 2 mg/0.05 mL in a single-dose pre-filled glass syringe
e Injection: 2 mg/0.05 mL in a single-dose glass vial

4 CONTRAINDICATIONS

4.1 Ocular or Periocular Infections

EYLEA is contraindicated in patients with ocular or periocular infections.

4.2 Active Intraocular Inflammation

EYLEA is contraindicated in patients with active intraocular inflammation.

4.3 Hypersensitivity

EYLEA is contraindicated in patients with known hypersensitivity to aflibercept or any of the
excipients in EYLEA. Hypersensitivity reactions may manifest as rash, pruritus, urticaria, severe
anaphylactic/anaphylactoid reactions, or severe intraocular inflammation.

3) WARNINGS AND PRECAUTIONS

51 Endophthalmitis and Retinal Detachments

Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis
and retinal detachments [see Adverse Reactions (6.1)]. 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 (2.8) and

Patient Counseling Information (17)].
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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 (6.1)]. Sustained increases in intraocular pressure
have also been reported after repeated intravitreal dosing with vascular endothelial growth factor
(VEGEF) inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be
monitored and managed appropriately [see Dosage and Administration (2.8)].

5.3 Thromboembolic Events

There is a potential risk of arterial thromboembolic events (ATES) following intravitreal use of
VEGEF 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 compared with 1.5% (9 out of 595) in
patients treated with ranibizumab; through 96 weeks, the incidence was 3.3% (60 out of 1824) in
the EYLEA group compared with 3.2% (19 out of 595) in the ranibizumab group. 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 potentially serious adverse reactions are described elsewhere in the labeling:
e Hypersensitivity [see Contraindications (4.3)]
e Endophthalmitis and retinal detachments [see Warnings and Precautions (5.1)]
e Increase in intraocular pressure [see Warnings and Precautions (5.2)]

e Thromboembolic events [see Warnings and Precautions (5.3)]

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 2980 patients treated with EYLEA constituted the safety population in eight phase 3
studies. Among those, 2379 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 detachment, vitreous floaters, and intraocular pressure increased.
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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, controlled clinical studies
(VIEW1 and VIEW?2) for 24 months (with active control in year 1) [see Clinical Studies (14.1)].

Safety data observed in the EYLEA group in a 52-week, double-masked, Phase 2 study were
consistent with these results.

Table 1: Most Common Adverse Reactions (>1%) in Wet AMD Studies
Adverse Reactions Baseline to Week 52 Baseline to Week 96
EYLEA | Active Control EYLEA Control
(N=1824) (ranibizumab) (N=1824) (ranibizumab)
(N=595) (N=595)

Conjunctival hemorrhage 25% 28% 271% 30%
Eye pain 9% 9% 10% 10%
Cataract 7% 7% 13% 10%
Vitreous detachment 6% 6% 8% 8%
Vitreous floaters 6% 7% 8% 10%
Intraocular pressure increased 5% 7% 7% 11%
Ocular hyperemia 4% 8% 5% 10%
Corneal epithelium defect 4% 5% 5% 6%
Detachment of the retinal pigment 3% 3% 5% 5%
epithelium

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

Less common serious adverse reactions reported in <1% of the patients treated with EYLEA
were hypersensitivity, retinal tear, and endophthalmitis.
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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 central retinal vein occlusion (CRVO) in 2 clinical studies
(COPERNICUS and GALILEO) and 91 patients following branch retinal vein occlusion
(BRVO) in one clinical study (VIBRANT) [see Clinical Studies (14.2), (14.3)].

Table 2: Most Common Adverse Reactions (>1%) in RVO Studies
Adverse Reactions CRVO BRVO
EYLEA Control EYLEA Control
(N=218) (N=142) (N=91) (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) and Diabetic Retinopathy (DR)

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 [see Clinical Studies (14.4)].
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Table 3: Most Common Adverse Reactions (>1%) in DME Studies
Adverse Reactions Baseline to Week 52 Baseline to Week 100

EYLEA Control EYLEA Control
(N=578) (N=287) (N=578) (N=287)

Conjunctival 28% 17% 31% 21%
hemorrhage
Eye pain 9% 6% 11% 9%
Cataract 8% 9% 19% 17%
Vitreous floaters 6% 3% 8% 6%
Corneal epithelium 5% 3% 7% 5%
defect
Intraocular pressure 5% 3% 9% 5%
increased
Ocular hyperemia 5% 6% 5% 6%
Vitreous detachment 3% 3% 8% 6%
Foreig_n b(_)dy 3% 3% 3% 3%
sensation in eyes
Lacrimation increased 3% 2% 4% 2%
Vision blurred 2% 2% 3% 4%
Intraocular 2% <1% 3% 1%
inflammation
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.

Safety data observed in 269 patients with nonproliferative diabetic retinopathy (NPDR) through
week 52 in the PANORAMA trial were consistent with those seen in the phase 3 VIVID and
VISTA trials (see Table 3 above).

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.
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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

Risk Summary

Adequate and well-controlled studies with EYLEA have not been conducted in pregnant women.
Aflibercept produced adverse embryofetal effects in rabbits, including external, visceral, and
skeletal malformations. A fetal No Observed Adverse Effect Level (NOAEL) was not identified.
At the lowest dose shown to produce adverse embryofetal effects, systemic exposures (based on
AUC for free aflibercept) were approximately 6 times higher than AUC values observed in
humans after a single intravitreal treatment at the recommended clinical dose [see Animal Data].

Animal reproduction studies are not always predictive of human response, and it is not known
whether EYLEA can cause fetal harm when administered to a pregnant woman. Based on the
anti-VEGF mechanism of action for aflibercept [see Clinical Pharmacology (12.1)], treatment
with EYLEA may pose a risk to human embryofetal development. EYLEA should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The
background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

In two embryofetal development studies, aflibercept produced adverse embryofetal effects when
administered every three days during organogenesis to pregnant rabbits at intravenous doses
>3 mg per kg, or every six days during organogenesis at subcutaneous doses >0.1 mg per kg.

Adverse embryofetal 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 not identified. At the
lowest dose shown to produce adverse embryofetal effects in rabbits (0.1 mg per kg), systemic
exposure (AUC) of free aflibercept was approximately 6 times higher than systemic exposure
(AUC) observed in humans after a single intravitreal dose of 2 mg.
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8.2 Lactation

Risk Summary

There is no information regarding the presence of aflibercept in human milk, the effects of the
drug on the breastfed infant, or the effects of the drug on milk production/excretion. Because
many drugs are excreted in human milk, and because the potential for absorption and harm to
infant growth and development exists, EYLEA is not recommended during breastfeeding.

The developmental and health benefits of breastfeeding should be considered along with the
mother's clinical need for EYLEA and any potential adverse effects on the breastfed child from
EYLEA.

8.3 Females and Males of Reproductive Potential

Contraception

Females of reproductive potential are advised to use effective contraception prior to the initial
dose, during treatment, and for at least 3 months after the last intravitreal injection of EYLEA.

Infertility

There are no data regarding the effects of EYLEA on human fertility. Aflibercept adversely
affected female and male reproductive systems in cynomolgus monkeys when administered by
intravenous injection at a dose approximately 1500 times higher than the systemic level observed
humans with an intravitreal dose of 2 mg. A No Observed Adverse Effect Level (NOAEL) was
not identified. These findings were reversible within 20 weeks after cessation of treatment [see
Nonclinical Toxicology (13.1)].

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.

11 DESCRIPTION

Aflibercept is a recombinant fusion protein consisting of portions of human VEGF receptors 1
and 2 extracellular domains fused to the Fc portion of human IgG1 formulated as an iso-osmotic
solution for intravitreal administration. Aflibercept is a dimeric glycoprotein with a protein
molecular weight of 97 kilodaltons (kDa) and contains glycosylation, constituting an additional
15% of the total molecular mass, resulting in a total molecular weight of 115 kDa. Aflibercept is
produced in recombinant Chinese hamster ovary (CHO) cells.

EYLEA (aflibercept) Injection is a sterile, clear, and colorless to pale yellow solution. EYLEA is
supplied as a preservative-free, sterile, aqueous solution for intravitreal injection in a single-dose
pre-filled glass syringe or a single-dose glass vial designed to deliver 0.05 mL (50 microliters) of
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solution containing 2 mg of aflibercept in 10 mM sodium phosphate, 40 mM sodium chloride,
0.03% polysorbate 20, and 5% sucrose, with a pH of 6.2.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Vascular endothelial growth factor-A (VEGF-A) and placental growth factor (PIGF) are
members of the VEGF family of angiogenic factors that can act as mitogenic, chemotactic, and
vascular permeability factors for endothelial cells. VEGF acts via two receptor tyrosine kinases,
VEGFR-1 and VEGFR-2, present on the surface of endothelial cells. PIGF binds only to
VEGFR-1, which is also present on the surface of leucocytes. Activation of these receptors by
VEGF-A can result in neovascularization and vascular permeability.

Aflibercept acts as a soluble decoy receptor that binds VEGF-A and PIGF, and thereby can
inhibit the binding and activation of these cognate VEGF receptors.

12.2 Pharmacodynamics

Neovascular (Wet) Age-Related Macular Degeneration (AMD)

In the clinical studies anatomic measures of disease activity improved similarly in all treatment
groups from baseline to week 52. Anatomic data were not used to influence treatment decisions
during the first year.

Macular Edema Following Retinal Vein Occlusion (RVO)

Reductions in mean retinal thickness were observed in COPERNICUS, GALILEO, and
VIBRANT at week 24 compared to baseline. Anatomic data were not used to influence treatment
decisions [see Clinical Studies (14.2), (14.3)].

Diabetic Macular Edema (DME)

Reductions in mean retinal thickness were observed in VIVID and VISTA at weeks 52 and 100
compared to baseline. Anatomic data were not used to influence EYLEA treatment decisions
[see Clinical Studies (14.4)].

12.3 Pharmacokinetics

EYLEA is administered intravitreally to exert local effects in the eye. In patients with wet AMD,
RVO, or DME, following intravitreal administration of EYLEA, a fraction of the administered
dose is expected to bind with endogenous VEGF in the eye to form an inactive aflibercept:
VEGF complex. Once absorbed into the systemic circulation, aflibercept presents in the plasma
as free aflibercept (unbound to VEGF) and a more predominant stable inactive form with
circulating endogenous VEGF (i.e., aflibercept: VEGF complex).

Absorption/Distribution

Following intravitreal administration of 2 mg per eye of EYLEA to patients with wet AMD,
RVO, and DME, the mean C,. of free aflibercept in the plasma was 0.02 mcg/mL (range: O to
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0.054 mcg/mL), 0.05 mcg/mL (range: 0 to 0.081 mcg/mL), and 0.03 mcg/mL (range: 0 to

0.076 mcg/mL), respectively and was attained in 1 to 3 days. The free aflibercept plasma
concentrations were undetectable two weeks post-dosing in all patients. Aflibercept did not
accumulate in plasma when administered as repeated doses intravitreally every 4 weeks. It is
estimated that after intravitreal administration of 2 mg to patients, the mean maximum plasma
concentration of free aflibercept is more than 100 fold lower than the concentration of aflibercept
required to half-maximally bind systemic VEGF.

The volume of distribution of free aflibercept following intravenous (1.V.) administration of
aflibercept has been determined to be approximately 6L.

Metabolism/Elimination

Aflibercept is a therapeutic protein and no drug metabolism studies have been conducted.
Aflibercept is expected to undergo elimination through both target-mediated disposition via
binding to free endogenous VEGF and metabolism via proteolysis. The terminal elimination
half-life (t1/2) of free aflibercept in plasma was approximately 5 to 6 days after 1.V.
administration of doses of 2 to 4 mg/kg aflibercept.

Specific Populations

Renal Impairment

Pharmacokinetic analysis of a subgroup of patients (n=492) in one wet AMD study, of which
43% had renal impairment (mild n=120, moderate n=74, and severe n=16), revealed no
differences with respect to plasma concentrations of free aflibercept after intravitreal
administration every 4 or 8 weeks. Similar results were seen in patients in a RVO study and in
patients in a DME study. No dose adjustment based on renal impairment status is needed for
either wet AMD, RVO, or DME patients.

Other

No special dosage modification is required for any of the populations that have been studied
(e.g., gender, elderly).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.
Effects on male and female fertility were assessed as part of a 6-month study in monkeys with
intravenous administration of aflibercept at weekly doses ranging from 3 to 30 mg per kg.
Absent or irregular menses associated with alterations in female reproductive hormone levels and
changes in sperm morphology and motility were observed at all dose levels. In addition, females
showed decreased ovarian and uterine weight accompanied by compromised luteal development
and reduction of maturing follicles. These changes correlated with uterine and vaginal atrophy. A
No Observed Adverse Effect Level (NOAEL) was not identified. Intravenous administration of
the lowest dose of aflibercept assessed in monkeys (3 mg per kg) resulted in systemic exposure
(AUC) for free aflibercept that was approximately 1500 times higher than the systemic exposure
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observed in humans after an intravitreal dose of 2 mg. All changes were reversible within 20
weeks after cessation of treatment.

13.2 Animal Toxicology and/or Pharmacology

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at intravitreal doses of 2 or 4 mg per eye. At the NOAEL
of 0.5 mg per eye in monkeys, the systemic exposure (AUC) was 56 times higher than the
exposure observed in humans after an intravitreal dose of 2 mg. Similar effects were not seen in
clinical studies [see Clinical Studies (14)].

14 CLINICAL STUDIES
14.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)

The safety and efficacy of EYLEA were assessed in two randomized, multi-center,
double-masked, active-controlled studies in patients with wet AMD. A total of 2412 patients
were treated and evaluable for efficacy (1817 with EYLEA) in the two studies (VIEW1 and
VIEW?2). In each study, up to week 52, patients were randomly assigned ina 1:1:1:1 ratio to 1 of
4 dosing regimens: 1) EYLEA administered 2 mg every 8 weeks following 3 initial monthly
doses (EYLEA 2Q8); 2) EYLEA administered 2 mg every 4 weeks (EYLEA 2Q4); 3) EYLEA
0.5 mg administered every 4 weeks (EYLEA 0.5Q4); and 4) ranibizumab administered 0.5 mg
every 4 weeks (ranibizumab 0.5 mg Q4). Protocol-specified visits occurred every 28+3 days.
Patient ages ranged from 49 to 99 years with a mean of 76 years.

In both studies, the primary efficacy endpoint was the proportion of patients who maintained
vision, defined as losing fewer than 15 letters of visual acuity at week 52 compared to baseline.
Both EYLEA 2Q8 and EYLEA 2Q4 groups were shown to have efficacy that was clinically
equivalent to the ranibizumab 0.5 mg Q4 group in year 1.

Detailed results from the analysis of the VIEW1 and VIEW?2 studies are shown in Table 4 and
Figure 13 below.
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Table 4:

VIEW?2 Studies

Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIEW1 and

VIEW1 VIEW?2
EYLEA EYLEA ranibizu- EYLEA EYLEA ranibizu-
2 mg Q8 2 mg Q4 mab 2 mg Q8 2 mg Q4 mab
weeks 2 weeks 0.5mg weeks 2 weeks 0.5 mg
Q4 weeks Q4 weeks
Full Analysis Set N=301 N=304 N=304 N=306 N=309 N=291
Efficacy Outcomes
Proportion of 94% 95% 94% 95% 95% 95%
patients who
maintained visual
acuity (%)
(<15 letters of
BCVA loss)
Differenceb (%) 0.6 13 0.6 -0.3
(95.1% CI) (-3.2,4.4) (-2.4,5.0) (-2.9, 4.0 (-4.0, 3.3)
Mean change in 7.9 10.9 8.1 8.9 7.6 9.4
BCVA as measured
by ETDRS letter
score from Baseline
Difference® in LS 0.3 32 -0.9 -2.0
mean
(95.1% CI) (-2.0, 2.5) (0.9,5.4) (-3.1,1.3) (-4.1,0.2)
Number of patients 92 114 94 96 91 99
who gained at least (31%) (38%) (31%) (31%) (29%) (34%)
15 letters of vision
from Baseline (%)
Differenceb (%) -0.4 6.6 -2.6 -4.6
(95.1% CI) (-7.7,7.0) (-1.0, 14.1) (-10.2, 4.9) (-12.1,2.9)

BCVA = Best Corrected Visual Acuity; Cl = Confidence Interval; ETDRS = Early Treatment Diabetic Retinopathy
Study; LOCF = Last Observation Carried Forward (baseline values are not carried forward); 95.1% confidence
intervals were presented to adjust for safety assessment conducted during the study

a After treatment initiation with 3 monthly doses

b EYLEA group minus the ranibizumab group

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline visual acuity) in each

study were in general consistent with the results in the overall populations.
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Figure 13:  Mean Change in Visual Acuity from Baseline to Week 96* in VIEW1 and
VIEW?2 Studies
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*Patient dosing schedules were individualized from weeks 52 to 96 using a modified 12-week dosing regimen.

VIEWL1 and VIEW?2 studies were both 96 weeks in duration. However after 52 weeks patients no
longer followed a fixed dosing schedule. Between week 52 and week 96, patients continued to
receive the drug and dosage strength to which they were initially randomized on a modified 12
week dosing schedule (doses at least every 12 weeks and additional doses as needed). Therefore,
during the second year of these studies there was no active control comparison arm.

14.2 Macular Edema Following Central Retinal Vein Occlusion (CRVO)

The safety and efficacy of EYLEA were assessed in two randomized, multi-center,
double-masked, sham-controlled studies in patients with macular edema following CRVO. A
total of 358 patients were treated and evaluable for efficacy (217 with EYLEA) in the two
studies (COPERNICUS and GALILEO). In both studies, patients were randomly assigned in a
3:2 ratio to either 2 mg EYLEA administered every 4 weeks (2Q4), or sham injections (control
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group) administered every 4 weeks for a total of 6 injections. Protocol-specified visits occurred
every 28+7 days. Patient ages ranged from 22 to 89 years with a mean of 64 years.

In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 letters in BCVA compared to baseline. At week 24, the EYLEA 2 mg Q4 group was superior
to the control group for the primary endpoint.

Results from the analysis of the COPERNICUS and GALILEO studies are shown in Table 5 and
Figure 14 below.

Table 5: Efficacy Outcomes at Week 24 (Full Analysis Set with LOCF) in
COPERNICUS and GALILEO Studies
COPERNICUS GALILEO
Control EYLEA Control EYLEA
2 mg Q4 weeks 2 mg Q4 weeks
N=73 N=114 N=68 N=103

Efficacy Outcomes

Proportion of patients who 12% 56% 22% 60%
gained at least 15 letters in
BCVA from Baseline (%)

Weighted Difference & (%) 44.8%° 38.3%¢
(95.1% ClI) (32.9, 56.6) (24.4,52.1)
Mean change in BCVA as -4.0 17.3 3.3 18.0
measured by ETDRS letter (18.0) (12.8) (14.1) (12.2)
score from Baseline (SD)
Difference in LS mean &4 21.7¢ 14.7¢
(95.1% CI) (17.3, 26.1) (10.7, 18.7)

@ Difference is EYLEA 2 mg Q4 weeks minus Control

b Difference and ClI are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for baseline factors; 95.1%
confidence intervals were presented to adjust for the multiple assessments conducted during the study

¢ p<0.01 compared with Control

4 LS mean and Cl based on an ANCOVA model
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Figure 14: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline
to Week 24 in COPERNICUS and GALILEO Studies
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Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline visual acuity, retinal
perfusion status, and CRVO duration) in each study and in the combined analysis were in general
consistent with the results in the overall populations.

14.3 Macular Edema Following Branch Retinal Vein Occlusion (BRVO)

The safety and efficacy of EYLEA were assessed in a 24-week, randomized, multi-center,
double-masked, controlled study in patients with macular edema following BRVO. A total of
181 patients were treated and evaluable for efficacy (91 with EYLEA) in the VIBRANT study.
In the study, patients were randomly assigned in a 1:1 ratio to either 2 mg EYLEA administered
every 4 weeks (2Q4) or laser photocoagulation administered at baseline and subsequently as
needed (control group). Protocol-specified visits occurred every 287 days. Patient ages ranged
from 42 to 94 years with a mean of 65 years.
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In the VIBRANT study, the primary efficacy endpoint was the proportion of patients who gained
at least 15 letters in BCVA at week 24 compared to baseline. At week 24, the EYLEA 2 mg Q4
group was superior to the control group for the primary endpoint.

Detailed results from the analysis of the VIBRANT study are shown in Table 6 and Figure 15

below.
Table 6: Efficacy Outcomes at Week 24 (Full Analysis Set with LOCF) in VIBRANT
Study
VIBRANT
Control EYLEA
2 mg Q4 weeks
N=90 N=91
Efficacy Outcomes
Proportion of patients who gained 26.7% 52.7%
at least 15 letters in BCVA from
Baseline (%)
Weighted Difference 2 ° (%) 26.6%°
(95% CI) (13.0, 40.1)
Mean change in BCVA as 6.9 17.0
measured by ETDRS letter score (12.9) (11.9)
from Baseline (SD)
Difference in LS mean &4 10.5¢
(95% CI) (7.1, 14.0)

@ Difference is EYLEA 2 mg Q4 weeks minus Control

b Difference and CI are calculated using Mantel-Haenszel weighting scheme adjusted for region (North America vs.
Japan) and baseline BCVA category (> 20/200 and < 20/200)

¢ p<0.01 compared with Control

4 LS mean and CI based on an ANCOVA model

Figure 15:  Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline
to Week 24 in VIBRANT Study
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Treatment effects in evaluable subgroups (e.g., age, gender, and baseline retinal perfusion status)
in the study were in general consistent with the results in the overall populations.

14.4 Diabetic Macular Edema (DME)

The safety and efficacy of EYLEA were assessed in two randomized, multi-center,
double-masked, controlled studies in patients with DME. A total of 862 randomized and treated
patients were evaluable for efficacy. Protocol-specified visits occurred every 28+7 days. Patient
ages ranged from 23 to 87 years with a mean of 63 years.

Of those, 576 were randomized to EYLEA groups in the two studies (VIVID and VISTA). In
each study, patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing regimens:

1) EYLEA administered 2 mg every 8 weeks following 5 initial monthly injections (EYLEA
2Q8); 2) EYLEA administered 2 mg every 4 weeks (EYLEA 2Q4); and 3) macular laser
photocoagulation (at baseline and then as needed). Beginning at week 24, patients meeting a
pre-specified threshold of vision loss were eligible to receive additional treatment: patients in the
EYLEA groups could receive laser and patients in the laser group could receive EYLEA.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at
week 52 as measured by ETDRS letter score. Efficacy of both EYLEA 2Q8 and EYLEA 2Q4
groups was statistically superior to the control group. This statistically superior improvement in
BCVA was maintained at week 100 in both studies.

Results from the analysis of the VIVID and VISTA studies are shown in Table 7 and Figure 16
below.
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Table 7:

VIVID and VISTA Studies

Efficacy Outcomes at Weeks 52 and 100 (Full Analysis Set with LOCF) in

VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2mg Q8 2mg Q4 2mg Q8 2mg Q4
weeks 2 weeks weeks 2 weeks
Full Analysis Set N=135 N=136 N=132 N=151 N=154 N=154
Efficacy Outcomes at Week 52
Mean change in BCVA 10.7 10.5 1.2 10.7 125 0.2
as measured by 9.3 9.6 10.6 8.2 95 12,5
ETDRS letter score ©.3) (4.6) (10.6) ®.2) ©.5) (12.3)
from Baseline (SD)
Difference®¢in LS 9.1d 9.3d 10.5¢ 12.2d
mean (6.3,11.8) (6.5, 12.0) (7.7,13.2) (9.4,15.0)
(97.5% ClI)
Proportion of patients 33.3% 32.4% 9.1% 31.1% 41.6% 7.8%
who gained at least
15 letters in BCVA
from Baseline (%)
Adjusted Difference® ¢ 24.2%4 23.3%¢ 23.3% 34.2%¢
(%) | (13.5,34.9) | (12.6,33.9) (135,33.1) | (24.1,44.4)
(97.5% CI)
Efficacy Outcomes at Week 100
Mean change in BCVA 9.4 114 0.7 11.1 115 0.9
as measured by 10.5 11.2 11.8 10.7 13.8 13.9
ETDRS letter score (10.3) (1L2) (1L8) 10.7) (138) (13.9)
from Baseline (SD)
Difference®¢in LS 8.2d 10.7¢ 10.1¢ 10.6¢
mean | (52, 11.3) (7.6,13.8) (7.0, 13.3) (7.1,14.2)
(97.5% CI)
Proportion of patients 31.1% 38.2% 12.1% 33.1% 38.3% 13.0%
who gained at least
15 letters in BCVA
from Baseline (%)
Adjusted Differencec ¢ 19.0%¢ 26.1%¢ 20.1% 25.8%
() | (8.0,29.9) | (14.8,37.5) (9.6,30.6) | (15.1,36.6)
(97.5% CI)

& After treatment initiation with 5 monthly injections
b LS mean and CI based on an ANCOVA model with baseline BCVA measurement as a covariate and a factor for
treatment group. Additionally, protocol specified stratification factors were included in the model
¢ Difference is EYLEA group minus Control group
4 p<0.01 compared with Control

e Difference with confidence interval (Cl) and statistical test is calculated using Mantel-Haenszel weighting scheme

adjusted by protocol specified stratification factors
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Figure 16:  Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline
to Week 100 in VIVID and VISTA Studies
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Treatment effects in the subgroup of patients who had previously been treated with a VEGF
inhibitor prior to study participation were similar to those seen in patients who were VEGF
inhibitor naive prior to study participation.

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbAlc, baseline
visual acuity, prior anti-VEGF therapy) in each study were in general consistent with the results
in the overall populations.
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14.5 Diabetic Retinopathy (DR)

Efficacy and safety data of EYLEA in diabetic retinopathy (DR) are derived from the VIVID,
VISTA, and PANORAMA studies.

VIVID AND VISTA

In the VIVID and VISTA studies, an efficacy outcome was the change in the Early Treatment
Diabetic Retinopathy Study (ETDRS) Diabetic Retinopathy Severity Scale (ETDRS-DRSS). The
ETDRS-DRSS score was assessed at baseline and approximately every 6 months thereafter for
the duration of the studies [see Clinical Studies (14.4)].

All enrolled patients had DR and DME at baseline. The majority of patients enrolled in these
studies (77%) had moderate-to-severe nonproliferative diabetic retinopathy (NPDR) based on the
ETDRS-DRSS. At week 100, the proportion of patients improving by at least 2 steps on the
ETDRS-DRSS was significantly greater in both EYLEA treatment groups (2Q4 and 2Q8) when
compared to the control group.

Results from the analysis of ETDRS-DRSS at week 100 in the VIVID and VISTA studies are
shown in Table 8 below.

Table 8: Proportion of Patients Who Achieved a >2-Step Improvement from Baseline
in the ETDRS-DRSS Score at Week 100 in VIVID and VISTA Studies

VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2mg Q8 2mg Q4 2mg Q8 2mg Q4
weeks? weeks weeks?2 weeks
Evaluable Patients® N=101 N=97 N=99 N=148 N=153 N=150
Number of patients with 32 27 7 56 58 24
a >2-step improvement
on ETDRS-DRSS from
Baseline (%) (32%) (28%) (7%) (38%) (38%) (16%)
Differencec 9 (%) 24%¢ 21%¢ 22%¢ 22%¢
(97.5% CI) (12, 36) (9, 33) (11, 33) (11, 33)

Non-gradable post-baseline ETDRS-DRSS values were treated as missing and were imputed using the last gradable
ETDRS-DRSS values (including baseline values if all post-baseline values were missing or non-gradable)
a After treatment initiation with 5 monthly injections

b The number of evaluable patients included all patients who had valid ETDRS-DRSS data at baseline

¢ Difference with confidence interval (Cl) was calculated using Mantel-Haenszel weighting scheme adjusted by
protocol specified stratification factors

d Difference is EYLEA minus Control group

¢ p<0.01 compared with Control

Results of the evaluable subgroups (e.g., age, gender, race, baseline HbAlc, baseline visual
acuity) on the proportion of patients who achieved a >2-step improvement on the ETDRS-DRSS
from baseline to week 100 were, in general, consistent with those in the overall population.
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PANORAMA

The PANORAMA study assessed the safety and efficacy of EYLEA in a randomized,
multi-center, double-masked, controlled study in patients with moderately severe to severe
nonproliferative diabetic retinopathy (NPDR) (ETDRS-DRSS of 47 or 53), without
central-involved DME (CI-DME). A total of 402 randomized patients were evaluable for
efficacy. Protocol-specified visits occurred every 2847 days for the first 5 visits, then every
8 weeks (56+7 days). Patient ages ranged from 25 to 85 years with a mean of 55.7 years.

Patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing regimens: 1) 3 initial monthly
EYLEA 2 mg injections followed by one injection after 8 weeks and then one injection every
16 weeks (EYLEA 2Q16); 2) 5 monthly EYLEA 2 mg injections followed by one injection
every 8 weeks (EYLEA 2Q8); and 3) sham treatment.

The primary efficacy endpoint was the proportion of patients who improved by >2 steps on the
DRSS from baseline to week 24 in the combined EYLEA groups and at week 52 in the 2Q16 and
2Q8 groups individually versus sham. A key secondary endpoint was the proportion of patients
developing the composite endpoint of proliferative diabetic retinopathy or anterior segment
neovascularization through week 52.

At week 52, efficacy in the 2Q16 and 2Q8 groups was superior to the sham group (see Table 9
and Table 10). The proportion of patients with a >2-step improvement over time is shown in

Figure 17.
Table 9: Proportion of Patients Who Achieved a >2-Step Improvement from Baseline
in the ETDRS-DRSS Score at Weeks 24 and 52 in PANORAMA
PANORAMA
Week 24 Week 52
EYLEA Control EYLEA EYLEA Control
Combined (sham) 2Q16 2Q8 (sham)
Full Analysis Set N=269 N=133 N=135 N=134 N=133
Proportion of patients
with a >2-step
improvement on 58% 6% 65% 80% 15%
ETDRS-DRSS from
Baseline (%)
Adjusted lefererzg/(z; 5904 5006¢ 65%¢
(95% CI)> (45, 60) (40, 60) (56, 74)

Non-gradable post-baseline ETDRS-DRSS values were treated as missing and were imputed using the last gradable
ETDRS-DRSS values (including baseline values if all post-baseline values were missing or non-gradable)

2 Difference is EYLEA group minus sham

b Difference with ClI was calculated using the Mantel-Haenszel weighting scheme adjusted by baseline DRSS

stratification variable

¢ p<0.01 compared with Control. p-value was calculated using a 2-sided Cochran-Mantel-Haenszel test adjusted by
baseline DRSS stratification variable.
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Figure 17:  Proportion of Patients Who Achieved a >2-Step Improvement from Baseline
in the ETDRS-DRSS Score Through Week 52 in PANORAMA
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Table 10: Effect of EYLEA on Worsening of Diabetic Retinopathy in PANORAMA
through Week 52
EYLEA EYLEA Control
2Q16 208 (Sham)
Full Analysis Set N=135 N=134 N=133
Composite Endpoint of Developing PDR or ASNV?
Event Rate® 4.0% 2.4% 20.1%
Hazard Ratio 0.15 0.12

Development of Proliferative Diabetic Retinopathy®

Event RateP 1.6%¢ 0.0%¢ 11.9%

Hazard Ratio 0.11 0.00

PDR = Proliferative Diabetic Retinopathy; ASNV = Anterior Segment Neovascularization
@ As diagnosed by either the Reading Center or Investigator through week 52

b Estimated using Kaplan-Meier method

¢ Defined as >2-step worsening on the ETDRS-DRSS score through week 52

4p<0.01 compared with Control

16 HOW SUPPLIED/STORAGE AND HANDLING

Each pre-filled syringe or vial is for single eye use only. EYLEA is supplied in the following
presentations [see Dosage and Administration (2.6), (2.7), and (2.8)].

NDC NUMBER CARTON TYPE CARTON CONTENTS
61755-005-01 Pre-filled Syringe one blister pack containing one EYLEA
2 mg/0.05 mL sterile, single-dose pre-filled glass
syringe
one package insert
61755-005-02 Vial Kit with Injection | one EYLEA 2 mg/0.05 mL single-dose glass vial
Components one 19-gauge x 1%-inch, 5-micron, filter needle for

withdrawal of the vial contents

one 30-gauge X ¥-inch injection needle for
intravitreal injection

one 1-mL syringe for administration
one package insert

Storage

Refrigerate EYLEA at 2°C to 8°C (36°F to 46°F). Do not freeze. Do not use beyond the date
stamped on the carton and container label. Store in the original carton until time of use to protect
from light. Do not open sealed blister tray until time of use.
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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 (5.1)].

Patients may experience temporary visual disturbances after an intravitreal injection with
EYLEA and the associated eye examinations [see Adverse Reactions (6)]. Advise patients not to
drive or use machinery until visual function has recovered sufficiently.

REGENERON

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.
© 20XX, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Revised Date: Month 20XX
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% < OEE TIEHMB 22 RITR STy [ERBR(14.1)2 2], K00 12 8
B »H) MEEEZIZ4EITE (1 v H) OREDPULBEICRIGEbH D, RS
N5 8T L DEEIZEEDFITRENTWRWN 1 FEM ORI IEFERIC 12 8T
LOBREETHILHTE D, EMNRBIENLETHD,
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2.3 MAMCEARPAZERE (RVO) (2 D SEBEZE
AHl ORELER ENLT 7 UV~ 7 b & LT 2mg (0.05mL XX 50uL) TH5, 4

WL (BXZE25HZTE. 1 H) (1EL WP ENEFICEIVEET S, [
RiRBR(14.2), (14.3)% B ]

2.4 FERIE HHEEEIE (DME)

AENOHESE R FL, 77 Vb7 & LT 2mg (0.05mL Xid 50uL) ThH D,
BOIOSENL4EIE (BLZE28HITE 1 4 H) I TERANERICED S L,
0%, SHITE 2 H) 11\, 2mg (0.05mL) Zf§ - ANERIC L D 5
Do AFNE, 77V w7 R LT 2mga 4T L (BEZ25HZE 1 5 H)
ORI THRET DL TEDN, ST LOMRTRELZGALELT, £
< DIBEFTITAMAZR B RIT RSN TR [FRRBR(14.4) %3 8] . A0 20
W (5»H) BEagIc4EIE 1y H) ORERLEICRLI560H 5,

2.5 BERIAMNE (DR)

AFNOHERERH EIL, 77 VL7 & LT 2mg (0.05mL XX 50uL) THD,
BROIOSENT4EIE (BXZF28HITE 1 2 H) ITHFENEFICEIDES L,
ZO%, 8T L 24 H) IT1EL 2mg (0.05mL) Z M FIANTESIC LV 57
Do KFNE. 77V T RELT2mg 4T (BEXE2SHZE 15 H)
OMETHRETDLZ L ETEX5, SHILOMRETHRE LZEAE LKL T, £
< OBRFE TN BiTRr STy [ERRBR(14.5)2 28] , &0 20
W (55 H) MRE%IZ4EITE 1y H) OREBUBEIZRDIGELH D,

26 BHMERF—TL TN Y
KRNDH T AT L7 4 v R U DIEEEF AT, 1 RIOAOFEH LT 5,
FBERNC BRIC X DB ATV b1, IR, IEARRBDOLNL5E. &
HZWNE ANy = URRRE SN TV D UFTHEE L TW A 5EITIFEH Lnz &,

AR EITIE 30- 77— X oA o F MEEIESEALE (35E)

T 7 4V RV VIR HERAETH DT 7 U~ 2mg (S0uL (ZFE )
EHEADRENFEINTWD, REFEERIT, EHANCHEH T2 2 &,

FL 7 4RV VOB
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Syringe Cap ———————»

Luer Lock —

0,05 mL Dosing Line———

—
Finger Grip ———

Plunger Rod ————+ "

Plunger ———————»

(1)

PITOF AT v 7 2 MEPEETITY 2 &,
1. U RN CHITO MR

KFNEE DU N TE 126, AEZBT. WEFHDT Y ZZ—3y 7 2T H
T WEVOWHEMEDMRIZND L O, WEEHDT ) AZ—/Ny 7 DR % {HE
ICHT, T RS =Ry 7 B b L—ICAL, V) 2 RN T O AT O

2. VUUIYEREL T
WEESHDT ) AH =3 7 HEEERETY ) VP2 E0 1T,
3. VU ERLYS

—FHFOFTYN P FL, KOFOFREBEEAEZLIETYI VOXy v T E2D
FH, RL->THUIVES (K2) .

EE - WROREEZRLDRVWE Y T Vy =& SRS RN L,

TWIST!

(2

4. EFREEZEETD

30-7 = X A VFVERS AT — 1 JERERO S I EE R E TR 5
TLomh &3/ TL (K3) ,
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(121 3)

EE  AREREOWFN TE 26, 7T AF v 78— LR Z5 &k
<O
5. RJaEBEISED

HEHE O E EICmiFCo ) o UL, U U UNOKIEOR EE T 5,
SIAMFED LN HEITIE, vV o U aiRETR - akin % BinE TRE S
5 (K4) ,

(4

6.  XidlREEEEPEHTD

Kl E RRFKRZ LT 5720, o< W LT T Vr—%L (K5) . 77
V% — DA V) VIR CHITE S AU (1 [EESEO S0uL) I/
5 (H5b)

Solution after

expelling air bubbles

Plunger Dome and excess drug
Alr Bubble Dosing
Solution Line
Plunger
Dome
Edge
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7.

RKFL T 4NV KLY DR L BOLOERE T2, &%, REHOEHNIRK

ITBEETHZ L,

2.7 HHHER— ATV
BEANZBRIC K DR EITV, R, TR#E, XUIEANED LA
ERH LW &,

BT AN T BOZROFER L35,
AT OWERAT v 7 2 BEPEETIT) 2 &

T IRNTES 2 i35, LT OERES TR OLO[MH &35

1.

® MEEVEHEF (30-7— x V-t U F)

TIAF v VT HOE#ES Y v TS, (X6)

INATIND I LEOIMAZ T L3 — L T5HL,

5370 D8R T 4 VE —E (19-7 =2 X 1%-A »F)

ImL OMEE /LT —1 v 7 EHEE 0.05mL ZEORED &0 b m)

—_ C? E’\
// -
. Sl
(17

(% 6)

(4 7)

19 #—=Ux15 A4 F, 5 370D 7 4V —fFEEREHE ImL >V o
Ry —UNEWM L, Bt E LT —a v 7 ) P OEIZRA L 5T

o5, (1248)
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4.

5.

6.
7.

8.

9.
10.

(%1°8)
BRI 22 /3 A T L D T DREDOHULERIZ $HED A TV DE (UTED 5 D)
12 < £ TE LA,

HEEAEIC L O A T AR OEFIRETE Y U UICREIT 5, ATV
FEZ S, BRICERERL LT WRIICETHIT S, v roicsE
RNADLIRNEITT D720, A TIEEITT-F F, BIKE OO W
H2NVEICFARIZIR DIRBTHRGIT 52 L, (X 9a T 9b)

MNeadle Bevel
\ Pointing Down

\

Solution

(X1 92) (I 9b)
BIREHIHKIR DN DL D, Ty xy—my RE+5I20<,
BRE 2 B0 S L, )7 5L CHRET D,
AR BUEEHIMN AN GIIEERALEN &,
30 F—=Ux05 A4 T ORI RS 2Ny r—U bR L e T —m
7 VDRI > T Lo LEEET D, (X 10)

(12 10)
BHHEMNTEIZD, T AF v 7 R-OEHEF ¥ v 72 W0 I1ET 7,
WSSO delmz Blcmi) TRED, U U UNORIBOA B AR T 5, &iE
DROONTHEITIE, V) VTR &5 MinE TRE =
L. (K 11)
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(2 11)
11. K[l & RREE AP T 2720, 770V —0umny U 2@ 0.05mL D
EAZA SN E T W ETT Uy —%d, (K 12a 200 12b)

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

(1% 12a) (4 12b)

28 HEH5FH

T IRPTESE, FESN T EBERETTITO 2 & FITHFREFEZITV., WA
TS, WA FL—7, WEBRE CUXZICHYTH0) 2HHT 28, &

%m JRER K OV R TR R S A R AR A D 4 5- 2 i 00T AT 5 2 &

7V74”FV)/V~%¢5&%:‘%\&5E®£E&%%%\7UVVWK

Y EOIRPIE D,

B ANER OEZIC, BEOIRE LR OFELZ#ERT 5 2 L, R ELIE LT o

TR SUTIRIERIE 72 LAY e B2 Hik & L CET b b, BllEH 2 LEEIZR U T

HELTBLZE,

ﬁ%%ﬁ&%% wW*X TR 2 e S K (AR FE i, &, FRAE)

BOOLNTHAITIE, EBICRET X OBFIRET L, [BRE~DIEFR
ﬁ&an%%%]

BWHEBEAT VT 4V R P AT A T LR (FIR)ICOBRERT 5 Z &,
SR OIRIE DS BRI BT T IR I 7 L 7 4 )V R ) XTI
NEER L, BEANCEEE, vV v, FE FLv—7, Bless, 7o v 72—,
MOEREEZRD 252 L,

W%, REHOEFRIZFEET S 2 L,
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3 FE KL O

AN ) B I B O KRR T

HEHR : 2mg/0.05SmL K, WG HOT 7 AT L7 4 L R oy
TSR - 2mg/0.05mL iR, RGO Z A8 A4 7 v
IZHREIN TN D,

4.1  ARSCIEARJE B 0 YL e
ARSUZARJE PRSI D 8 2 FBFITITE G- L7 2 &y

42 THEEMEIRP &
IRPNZIREIERIE D & 2 BE TG L2 &,

43 EEUE
T 7 VLT N XUIARE] OB RBUE OBEFEE O & 5 B I3 G-
L7anZ &, BBUENSIIE, I, ZRE, BEDOT F7 4 F7F o —MD/7
F7 4 TR —HRORIE, b L IZEEDOIRANRIEZ 5 X Z T rEEER S 5,

5 BEROMFEH EOFE

5.1 ARPIZE K UNHEREE
ENCIOF SR ON E#J?{JKWE%T & MRPIZE K ORI & DB AR H AL TV
LRIERI6.) 22 M), B O 2 MEE IR REIC L0 AR OR G 2175 Z L,

IR N SRR R 2RI~ DR A B b o =551, EHlcRETs 5D
BEFICHRE L, WYREREIT O 2 E[HE - HEQ.8) K UEE ~DOFMIEM17)
i YR

52 IRJEES-

AEOEG HED, 8T ERNEG% 60 0 LINICEE R IRED ERAZED ST
DIRIWER(6.) &S], £ 7= ME NG+ (VEGF) BHEAI D RAEBIRS AN
BH#IT, FREZIRED ER LA ST 5, HRE & O AR LI % 81
2L, WURERZITY Z L [HIE - HEQ8)ZZBR],
5.3 MR ZERSE
FAIDEE-HE D, VEGF [LEH O AN E 5%, BRI ZERE (ATE) 2
BT HBENNDH D, ATE &1, FEBSER Mz, FEBSEM 7 D fEE, X
XM EE GERN AR O b ET) EERINL TN D, BHIE AMD B35 % %14
& LTERARRER 1 4 HIC3I1T 5 ATE ORBLRIL, AFIE S 22T - BFOEG4E
FIZHVT 1.8% (1% 1,824 il 32 f5) THLHDITKH LT = A~ T DG4
ZATTBAEIT 1.5% (BER 595 Bl 9 i) Th oz, 96 WA Tik, AAIR G Z% 1)

T2 RREIZBNT 3.3% (B1E 1824 Bl 60 f51l) 123t LT =B XA~ T DG A2 T2 48
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F1E 3.2% (F1% 595 BilHF 19 ) Th o7, DME 2 H T LHEF 255 & LR
RERZBITDR—AT A b 52 B £ TORBRT, KFIEEGZ2%T-8BFD
PFEEHICINT 3.3% (578 Bl 19 #i) | KIREEET 2.8% (287 #ith 8 f51l) | £ 7=,
N2 T A 5 100 8 B £ TORBEIT, ARG 25210 72 EBFOPFEEHIC
BT 6.4% (578 il 37 f5il) | *HHEEET 4.2% (287 B 12 i) TH-7=, RVO
BEEXRE LKA 6 » A BICB T 2 AK#% 5 2% - BFHEOEMIZB W
T, ATE OG0T,

6 mEITEH

LR OBEMICEERBERIZCOWTIX, #RFhot 7 v g UICitik,

WEYE (SRR (43) ]

AR PN 2% M ONMSERIBE [ K OME ] B oD EEE(5.1)]

IRE ES [Z5EOEH EoEEG.2)]

MmARZERRSE [Z45 K OMEH Lo E(5.3)]
B R A
B RRBR DO FEM SIS SR TH D720, B 2 HAIOEERR TR bz
ZNENORIERRERZERELET 5 Z LIIRARETH O . EIEERICKBIT 5
R L M LTV WATREMEDN B 5,
AENE G- 24T > 72 8 DOH M AR T, LRVERNT A REM G 2,980 0
252,379 BINHERH & T 5 2mg DR G- %% T T, &5 FHATBIE L 72 AR 2%
M HIEE 72 & 2 B0 EEZ2AERIL 01% KM Ch o7, AREIZE 2% T BHIC
Wil SN EREWER G%LLE) X, M, R, BN, 68T ARIEE, 6
FRIREY N OIRE R Th o 72,

BrAEMEZMES BHE) MERSEHEZM: (AMD)

LR OT —Z 3ARAB G252 T 723 A AMD B8 1,824 8107 — & & B L7= %
DTHY . 951,223 i3 2 SO ZHHEROS R (VIEW 1 OV VIEW 2) 128
WL 24 5 A (D BAIOD 1 TR (272> T 2mg OG- 52 1 T [ERRA
Br(14.1) % 2],

52 AR O " HERGRR Th 25 AR CRO b ZaMiL, Ziub OB
R —% L7,

R1: EMMABHE AMD HERICETHELEIER (1%LLL)

NR—RAT7 A5 52 HEET NR—RT7 A M5 96 HHEHFET
= o B SE Sl B kR
A EYLEA - :ix%? - EYLEA - :dt/j%? )

(N=1,824) - (N=1,824) -

(N=595) (N=595)
FE N H 1 25% 28% 27% 30%
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A7 9% 9% 10% 10%
B 7% 7% 13% 10%
il (A 6% 6% 8% 8%
A 7R 6% 7% 8% 10%
ARE b5 5% 7% 7% 11%
AR 75 1. 4% 8% 5% 10%
AN Rz 4R 4% 5% 5% 6%
HaNfasR b R I 3% 3% 5% 5%
TSR 3% 3% 3% 4%
R o> SR 3% 4% 4% 4%
RN 3% 1% 4% 2%
B 2% 2% 4% 3%
RN ZE I 2% 3% 3% 4%
AR e 3R - R AL 2% 1% 2% 2%
TESERAT Y 1. 1% 2% 2% 2%
AR R v N 1% 2% 2% 3%
4 I i 1% 1% 1% 1%
R <1% <1% 1% 1%

ARFNOIEE & T T2 BB D 1%RWICEIUC R ON D EHERRWEH & LT, MEEH
B HABEZAL. ROMBNRDNSRE SN TWD, F72, BBUED 1% OEE IR
O HTe,

MAMERIREAZEE (RVO) (25 SEBEVZIE

LITO7 =421, CRVO &% 218 BNITAHA] 2mg 1 6 » A5 L7z 2 ik
(COPERNICUS } U GALILEO) K TXBRVO H## 91 FllZAHK| 2mg 4 H 6 » A

[Al# G- L7z 1 38R (VIBRANT) F5HRZ KB L7ZH O TH 5 [HEARRER(14.2), (14.3)

=2,

F&2: RVORERICHFHELGRIEA (1%AL)

EIYEM CRVO BRVO
EYLEA pogict EYLEA pogict
(N=218) (N=142) (N=91) (N=92)
A7 13% 5% 4% 5%
A B 1. 12% 11% 20% 4%
IRE -5 8% 6% 2% 0%
f4 155 F R kB 5% 4% 2% 0%
A TR 5% 1% 1% 0%
AREK 7e ifn. 5% 3% 2% 2%
AR D Sk 3% 5% 3% 0%
il 14 I 3% 4% 2% 0%
TR 3% 4% 3% 0%
AL 3% 1% 1% 0%
FH 1% <1% 1% 1%
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IR AE

1%

1%

0%

0%

HEE

<1%

1%

5%

0%

R By A

<1%

1%

1%

0%

CRVO BHF & kg & L7-ER
WCENICHALIHEITER & LT, fAR7E,

ShTW5

PEPR ISR BEENE (DME) K OWE R HENESE (DR)

UTOT =513, 2 >0 ZHEHilEoe EEAER (VIVID & T VISTA) (2
BHEEZX—RAT A4 b 5200
EHTLRESBHIOT—FEKMLIZbDTHD [
#= 3 :DMERERICHITHEL

ARERIZB W T, AR DR G- %520 F T-98E D 1% K7
RS REUE K ORI 2N s

FBUVVTAA 2mg

B EH KNSR —RAF A 5 100 3 B £ T%1J7- DME

FRIER (1%LLE)

KRB (14.4)% 5],

NR—=AT A UMb NR—=RAT A UMb
Sy 52HEET 100 H £ T
EYLEA Xt R EYLEA Xt R
(N=578) (N=287) (N=578) (N=287)
FE N H 1 28% 17% 31% 21%
AR 9% 6% 11% 9%
H PR 8% 9% 19% 17%
ERRLSESIL) 6% 3% 8% 6%
14155 F R k4B 5% 3% 7% 5%
ARJE 5 5% 3% 9% 5%
AR 78 1. 5% 6% 5% 6%
BT IR S 3% 3% 8% 6%
AR D Sk 3% 3% 3% 3%
TR 3% 2% 4% 2%
FH 2% 2% 3% 4%
AR PN E 2% <1% 3% 1%
AT 2% <1% 2% <1%
AR M V=7 e <1% 1% 2% 1%

AFN OB & 52T T2 BB O 1%ARMICENUCR SN DRIEM L LT, MEBUE, M5

FIBE, MANRRTL, AR IR e DN S b‘BMHjJiM?iI?i% SINTWD

PANORAMA FRER Oxf 5 & U 7= FEHEFEMERE R E (NPDR) B3 269 i30T
% 52 B FTOLEMNET —% 1%, FHIAH VIVID O VISTA iR B OfER L —E L
TW= (FERRoFRIBR)

6.2 Sy M
ETOWRBA Y 3 H L RIS, Kﬁ’ﬂbﬁﬁﬁmﬁéuéﬁ%ﬁﬁ%é EN
Fll > G g8 JFUME 2 I RORHT & 0BG U, s i 7 — 213, S%fZHIEICIB W T
Kﬂmﬁbﬁw%ﬁkﬁﬁéﬂt%ﬁ@%é%&%bfwéoﬁﬁﬁﬁ@ﬁm
T D HE DORCEE K O REE Y TNV OB FN Y T NIED X A I T,
ORISR, R OERRBIZKRE S EBEZT 570 AANTH T BP0k & 2 O,
WX T D HURDBBD LIITAR AR BENR B 5,
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B AMD, RVO X ONDME % 9 5 B#F 2 x5 & LERRRER I\ T, AFAl
X 2 B G-RTORE OSHFEIT, R TOREGHETK 1% ~3%Th o7, FIARAIE
5. 24~100 #H B 123\ TH FEROEIS THURD R S 47z, 5ol SO DA T 7>
Do oT, BERTORZEME RO EZRI T o T,

8 Rk EM~DH 5.

8.1 fhfha
U 27 B
Wb 2 kPG & LT ARFI O e 5> K FBL S Ui E e S Tnvien, 7 7 Y
Nt M, U FOMRIBIRICEE R EA E 2 AARGIE, NIEAGTE., BT
Wie ERR bz, BHEOMEMER (NOAEL) 1R SniehoTz, IRIEIRIC
BELEEERITTZ EDNREINTREHRETE, 2aREE (EET 7 ) vt
7 RO AUC (23:-3<) 13X, HERERH R TOREIR AN S5%ICE H TRIEE
Nz AUCTEDOKI 6 (5 Thh - 1= (BT —2 5]
BRI T L b e NOKIEE THT 2 O TIHR L AEmIciE S Licas
CARIDIRIRICEHEEZ KIETHE I NEIATATH L, 77Vt 7 Mot 260
VEGF {EFIREF [ERREEE (12.1) 2] ([2HES& ) AR S5 MR
HDV A7 E T ABEEN & 5, fHRETIE, IR ~OfERMEZ ElE 2 A 25
b LOHGENZDI, KOG 21T 9,
BTOMIRIE, SEREE, WRE, TOMEFEREZLEOETRI A7 R3S D, RS
NI RGEMIC BT D ERR G RBEE B L OARREOYE Z Y A7 IIRHTH S,
KIE O —EERNT BV CURRAIZRRD SN EIRICE T 2 FE R A REF B L O
WMEDOHEEE =Y A 71X, ZNEN 2~4% B LD 15~20% Th 5,
T—X
By 7 — 4
IRRE VR A RERQ REB)ICB W T, IR L2 v omERAMIC, 77U~k
7 b 3mgkg LA % 3 A Z & IZEARNE G-, X% 0.1mgkg LA E& 6 A Z L IZR T
Bl B RIEEEPZED BN,
W - JRIR~OFFEEH & UTEREBBIEOHM, KO (EE) 2, L
=7 BRI~V =7 NEREIRA, DR REE. BE RS, e, IHBEYE.
O - FEEIMAF RS ORI, S LICBREGE (M. WE o8k OmhE o
A, WEHES K OWRRIBIE ., REaEh) PROLNT, ZNHORBRIZE TS
BEEN 69 5 MR (NOAEL) 13 3mgkg TH -T2, VHFIZT 7 ULt 7
Nefhb Lzl & T XTOHETHREAFENZRD Hiv, lBRICKT 2% NOAEL 1%
[FIE SN2 o Tc, U TR RICAHF R4 T+ Z LR Skl &=
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(0.1mg/kg) TiX, #EEET 7 Vw7 s O2HEFE (AUC) (X, 2mg OfE AN
Ha#& %I FCTRIE SN 2HIEE (AUC) O 6ETHhoT,
FEYEYVE 1D : 4308227 BLA125387,/S056,/S—058 ~~—30 17

U R 7 B
t NI A~DT 7 U~k 7 OBAT, AP ORI T HEM. £ 23t
FEAE /HEINC ) 2 ERICRE T 2 8V, 3RO % < A e MREILHICHE S,
R S ATREMEA B V) | IR O E R L OREICEETH D720, FZHLH OARHA
B HITHERE S N0,
B DI EFS T OMEEE EOFRSIE REBLOBRIR EOARA O EMF X OARA| DR
KRB RA~OBEN LA EEH L EBICBEB S NRTIER S0,

83 MR OBMOANREN 2HTHHE
HELT
SEAR D FIREMED & 2 2elE, WIEEG-HiT, 16HH . I8 K Oof& O ARAI O IR TE
WD &b 3 » AMITAReBHTEEZ WD 2 E BRI TN D,
IEAE
t NOZIRIZH T HARFOKBICET 527 —ZI1ERW. T 7V~ Lt 7 hat MMZ
2 mefil RN G L 72 O 2By MEIER DK 1500 fi5 D & A MEED T = 7 A H L
(ZREIRINIR G- L7356, ARGERENC A Ei e KT Lz, HEEMEE (NOAEL)
TR SN h o7, T OFTRITE G- k% 20 HLAWIZHEIE L7z R
P (13, 1) 2]

8.4 /NI
ANRIZ S 2 2 M M O RIS ST TV7R0Y,

8.5 Ml
ER AR RER Tl AR GRECEAER S S 7o BB O 76% (2049/2701 1)) 73 65
kL K 46% (12502701 f5il) 73 75 LA EThH o7z, b ORBRIZEB W T,
D EFACHE S AMER LMD ZRITED bR o7,

11 FEREE - MR

77U ME, B N VEGF Z&FKR 1 LON2 OIS KA A % R 1gGl @ Fe K
AA NG LT T2 AV RE TH D | RGN ST EREEIR CTH D,
77Vt T MR A B DSBS 97kDa O " BAREEZ A HE T, BT ED 15%IC
FY 4 BB NS 2 & D Ly 81T 115kDa (2725, £727 7 U ~bt 7 MIEs T
KL X T v A =— AN A A X AR (CHO #iflm) ZHAuvwTilbEansd,
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AH (77 Vb7 b)) ERE, EEHEOEA) SHEEAEROKER T, AN

RAanTBod, HEM T ERAEGERON T AT L7 4V KU O EIH T AR A

TIZHREEINTEY (1 BoE5ETH S 0.05mL(50uL) (77 VL7 k& LT 2mg)

PERTE S, (1 A TVHOREIT 40mg/mL, SN E LTU VR Y 7 4725 10mM,

BALF N U 7 A0 40mM, R Y Y L— | 20 230.03%. a3 HEN 5% EENTEY ., pH X
62 THD)

12 FRpR S

12.1

TEHIBEFF

M5 N HEFER T A (VEGF-A) K OMR#RHESER - (PIGF) (L& 84K+ VEGF
772U —=DAUNRN=TH Y WMo, EeM, &% 8% E9, VEGF
I B2 & % VEGFR-1 LT VEGFR-2 &9 2 DO /AT r s
¥ —¥E2 ML TEMT 5, VEGFR-1 (ZAMEK EICH7EfE L. PIGF (X2
VEGFR-1 [ZD#HfEGT %, VEGF-A IZX 2D ZNOZEROIELIZL Y, M
AR OEFERR AT D,

7 7 U~k ME VEGF-A X O PIGF IZF5G T D aliastET a4 /K TH Y | [F
7 7 2 U —® VEGF ZFIR~DOFEE R OTEIE 2 LET 5,

122 $I

BrAEMEZMES BHED) IEmHEEZENYE (AMD)

BRRARBRICB VT, 52 i H OB BIEEMEZ RTIEERZIRIERIL, X—RA T 1
EH U TR TORECRBRICEGE L7, ZOBETFIT — 2 130D O 1 FIXIRHE
DOYWTEITHN B IR D T [BRRRER(14.1) 2 2 ],

MEREFIRPAZESE (RVO) (ZfE D SEBTIHIE
COPERNICUS, GALILEO % U8 VIBRANT #RERIZH50 T, 24 H 0 FHIHEIIE 13
AT Ak Mol L TR L 55, 2 OJBIESE S — 4 IR ORI R B
7pino T [EERFER(14.2), (14.3)% 5],

WEPR I HEL I E  (DME)

VIVID KT VISTA #BRIZIV\ T, 52 KON 100 38 H OFEIMBEIEI I N— R T A > &
Lol LT L7223y, ZOREF T — X ITIREOREITITHA W B2 0> 1= [
FiRBR(14.4)% /],

123 FEpydEhRE

A AT FERRET 2 2 L1280 IRIZIB W TRATANICEM 3 2, 3 HE AMD,
RVO X3 DME Z#f4 2 BB AR EZH T EARE L L &, £O—FIZIREO

17 / 30



WIRPE VEGF EiEG L, AEML LT 7 U ~vt 7 hTh D VEGF HAKEI
T %, 77Ut SR RHERIFICEITT S & ERT 7 U e R
(VEGF & 3EfES) KON B3 2 NIAR VEGF & XV ZE L= RiElE (77
U~k 7 b0 VEGF #HE1K) &g o TIRNITEET 5,

R - 23707

B AMD,RVO X(IDME 2G4 5 BFIZAH 27 7V~ bt & LT 2mg/
iR, A TANEE L- & & AT 7 U ~bt 7 M3EE% 1~3 B BICKE

HERRE (Cmax) (27T 5, Cmax OFEXEIZZNZEN 0.02meg/mL (FiPH : 0~
0.054mcg/mL) . 0.05 mcg/mL (#iPH : 0~0.081mcg/mL) A O 0.03 meg/mL (i :
0~0.076meg/mL) T o7z, &5 2 HEZRIZIT, SRS Tl iR > ~
Vb7 NI S otz 704 I EICRERG LG LT 7 U
N7 MRIEICERE SN o T, KAl 277Uk R E LT 2mg i
TR LIz & 2o, W T 7 V) ~Lt 7 b O R ME P E OSEHEIL, &
B VEGF O RO A IS B2 R ED 100 43D 1 Kl /e b EHEIND,
77U MR (V) 5% OB T 7V vt 7 N O HATEIT,

6L LWRE STz,

e - P

T 7Y MIBEATZABE TH Y FEHRHIZ OV TORBRIIERE ST
W, 77 Ut Mg, EEFR N R VEGF &4 L7 ARR I TR 0O 324 8h
RO A B RZ N LT REHC L0 Rt S D &8 2 Bt b, fEH ik
W7 7 )7 N OEFMIEIERE (11/2) 1X, 77 U~k N 2~4mgkg %
RN 5%, f95~6 HE TH -7,

ek e M

B RN 2

B AMD ORERRER CIT bV EWERE DY 7 7 L — T RATIZ ) T (492
B) . WEERE O 43% BRI E A2 A LTy (BREE 120 B, HPEEEE 74 B,
HE 16 #) . 4 WL KO8 BT & OFGREM T, B TR 5% o i
BT 7 )~k 7 MREIZERITED e o7z, F£72 RVO U DME DR
R CHFEBROFE RN S O, BHA AMD, RVO XX DME % H9 % & DOV
FTHUTBNT S, BHEEEEORIIC L 2FEEGEEOFEHIIAETH D,

@zl
Feplie FIERREI S LE & 72 DM (MR, Ml dE) (3o T,
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13 JERRR R

13.1

D ANENE « ZERRME - ARSRRERE T

T 7V ULE T N OB BJFNE IO IO T ORBRIT M ST
VN, BERED AEFERSRE~ DR EIZ OWTIX, Huic 7 7 U~ bt~k 3~30mgkg %
1 HEFFR T 6 » H &Ik 57 2 FEERIREER TR L 7o, MED AR L& o LL
(ZFE D BE AR SUTA BN, K OBEO RS TR L O 1 DB Db R3 22T o
B REL-L TR LN, &5, MBI AR B REE & ORI O % £
IR DT EEHEEORD N A LN, 2 b OE T, 15 L OMEZEN BB L
TWe, HEMERE (NOAEL) IFRFE SN0 o To, TIVICEARE 55 3mg/kg % filf
TR G LIz &, T 7V ~Ltv 7 h R LOEFIRER (AUC) 1EEE T
2mg i FEARNE G L7256 0K 1500 5 Th o7, 1RIRETH# 20 BB £ T, £
I TR TH > 72,

13.2 @I RO O3B

T 7 V7 R & 2 T dmg/iRO B TR TN G L-FE, s A 0
B ERICONS AR OB RO Hiviz, Uiz 2 E#E% R (NOAEL) X
0.5mg/IR T, &HgEFEE (AUC) XK TT 7Y~k 7 b 2mg & W FIANEE
L7258 D 56 572 o T, BEIRERER TILIFER ORERIT R b 72 7o [ R EAER(14) ],

14 FEARHER

14.1

BrAEMEZMES B Nk HEEZEM: (AMD)

B AMD BE Z XI5 L Uiz 2 DOMEL L, ShuskdhEl, Ei, FERK I
RERIZBN T, AANOLZEMER OFEIMEEZFHME L7, Zun 2 3 Bk (VIEW 1 KO
VIEW 2) T 5 K OV 2 ORI 24 52 1) 7 B 13 2,412 61 ORAIF 513 1,817 i)

Tholz, FRBIZEBNT, 2HE ETIIEFIILLFD 450 5 b o
HGEZ1:1:1:1 OFIETEERIZHVAToNT  DAAI 2mg 2 1 v A Z LT
EE 3 [FFRE L, 20%IE8 HILIZkE (2Q8) ; 2)AH 2mg & 4 H I &Il
5 2Q4) ;3)AHM05mg & 4 HIT LTS (05Q4) ;47 = X~7 05mg %
4 LS (ROSQ4) . 7o b a L THE SN EREIE, 283 A 2L, W
FHOFHT 49~99 ik, FHE) 76 mThH Tz,

WTNORBRICIWT S, EERAMEFHNIE B 1X 52 8 BICH D MR LT
BEOEIGE Lic, 22T MEDHOMER L1k, X—R T A Ll L THIIK
TS SCFEREOBE L Uiz, 2Q8 FEA TN 2Q4 BE T, FIFEEED R0.5Q4 B & ERIR
HNZ A5 DA BPEDR STz,

VIEW 1 KOV VIEW 2 OFEMZRBENTHRE R 2 LT O 4 KO 13 12737,
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=4 :VIEW 1 RUVIEW 2 BAEBRICH T4 52 BEDFMMEHER (LOCF &2k D

=ADHEREH)
VIEW1 VIEW2
EYLEA EYLEA F=tvx~7 | EYLEA EYLEA SR~
2 mg Q8* 2 mg Q4 0.5 mg Q4 2 mg Q8* 2 mg Q4 7
0.5 mg Q4
K DT ek GAE N=301 N=304 N=304 N=306 N=309 N=291
A IPEDRE R
W EMERE LT O 94% 95% 94% 95% 95% 95%
ElA (%) (BCVA 227 T 15 LT
Kl DI T)
BN ORERZED (%) 0.6 13 0.6 0.3
(95.1%CI) (-3.2,4.4) (-2.4,5.0) (-2.9, 4.0) (-4.0,3.3)
ETDRS A& L5 7.9 10.9 8.1 8.9 7.6 9.4
R—ZF A 5D BCVA FEHZEAL
&
Fe/ N ) O RE 7 0.3 32 0.9 2.0
(95.1%CI) (-2.0,2.5) (0.9,5.4) (-3.1,1.3) (-4.1,02)
N—R T A U5 15 LFLL R 92 114 9% 9 91 99
L7o#iE . (%) (31%) (38%) (31%) (31%) (29%) (34%)
RERIZZ® (%) 0.4 6.6 2.6 4.6
(95.1%CI) (-7.7,7.0) (-1.0, 14.1) (-10.2,4.9) (-12.1,2.9)

BCVA : @G EMT) ; C1: {54 X ; ETDRS : Early Treatment Diabetic Retinopathy Study CH# FR /7 e
FIAEER) ; LOCF : Last Observation Carried Forward (Fef&aFliA =2 712 X D ff5e, 7272 L, X—A7F
A VEIZ X AFETATORYY) 5 95 1%EEXEIE, RIS h L e i ZE L b o,

a HAIO 3 BT 4 RIS L ORG
b AFIBERE— T =X~ T fif

ZNENORERITIBNT, Gl TREZRARMED Y 7 7 — TR (Flm, PER ~—
AT A O 1F EHEE TR LR LR B L Th,

VIEW 1

> 15

= :

< +109

3 10

i

£3

gt -

o 2

S 5

"

w

-

L)

= i

T T U UV P S VU U SR VR S VP Gy SU S S W VA W VU R ——

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 9

Weeks

. 5 VIEW 2

5 :

< +94

g 10 = +8.9

=%

E g

%.;% +76 = = =m =

1= s

v i

= 1

L) 1

7] i

£ 0 PEPE R | P T .

Weeks

——EYLEA 2mg Q8 weeks  —— EYLEA 2mg Q4 weeks
—@— Ranibizumab 0.5mg Q4 weeks

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 B0 84 88 92 96

13: VIEW 1 RUVIEW 2 HERICHIFTEHIR—X S 0hn 96 BEET

DFHRNEL
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14.2

*52 MHND 96 H B £ CORFOFRGRMIFEIL, 12 B OG- LT A0

HOXEBNES
VIEW1 & VIEW2 ORERBIRIE 96 M CTH 223, 52 # B LABRIIEE S -5
A 2 — W3t o T, 52BN 96 H :ﬂ?f@&ﬁﬁﬁ@

B ZBZ VL IICHEINT- AV a—b (D &b 12 #BFIC
NI BEGAITBINE 5 2175) CEEIhED
fFAEL 72\,

M D ERAREAZESE (CRVO) 12fE 5 HHBERIE
CRVO |ZE D HEEEIERE & k5 & Lz 2 DO E(EA /L — EilEH{z Sham i IRFER (2
BT AR O & O 201 % 5 L 7=, 2 38 (COPERNICUS K& U* GALILEO)
TG K O P ERTAR 2 52 1 72 R A 1 358 51 (RHAI 217 #) Th o7, FRBRICE
W, BFIIAHK 2megd 1 Z L (2Q4) X% Sham %5 (XFHEHE) OWT I ORE

—MH, bl
C2FERIE BT E DR

(2, 3: 2 OEIE TEESL

T 64 T o1z,
FIRBRIC
FEA AR LA

e 2Q4 BEOEIED R STz,
COPERNICUS K (" GALILEO #RER DM 72 fiftT s A LT 0K 5 L O 14 127K

ZEID RS, FREN4ET L
7z, 78 b )V THRIE ST 3kBRIE

H O EEFHMmIE A T

23t 6 B0 5% 5
L28+7 H Z &, WEBRE OFEERIL 22~89 K.

B 5O FEFMEE L, X— AT A > &l L TBCVA T 15 X

FDOESETH-T-, 248 L. RHRERE L

R
%< 5 : COPERNICUS X Uf GALILEO RERICH T3 24 BEHDOHEMMEER (LOCF ;EIZ &
5 mADOEIREM)
COPERNICUS GALILEO
S HERE EYLEA S HERE EYLEA
2mgQ4 2mgQ4
N=73 N=114 N=68 N=103
EEElea TS
_R—2AF A 5 BCVA T 15
SCFLL R YCE LR 12% 56% 22% 60%
DEIE (%)
HOfF EREMZE P 44.8%¢ 38.3%°
(95.1%CD (32.9, 56.6) (24.4,52.1)
'gﬂg‘;{f;i‘;f A BCVAD 4.0 173 33 18.0
(18.0) (12.8) (14.1) (12.2)
Ho/ N R DR 7 -4 21.7¢ 14.7°
(95.1%CD (17.3,26.1) (10.8, 18.7)

a: AHKI2Q4 BE — ek BREE

b : Cochran-Mantel-Haenszel LD EL %2 FAIWT, R—2 T A4 VERIZOW T L-FEMZE L CL: RERtic
IR T DI T3 O R 2 S 2 729 95.1%Cl &% LTz,

¢ : p<0.01 ChfHEREE D LhER)
d : ANCOVA EF /IS < i/ =

Fe S KO CL
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14.3

COPERNICUS

>

= +17.3

L)

=T

=

-

Wi

>7

=

s

o

m

£

[w]

c

3

= 40
4 8 12 16 20 24

Weeks

> 20 GALILEO

q:a +18.0

=

7

=7

=3}

-3

5

6 */0’40’_—0——_0 =

5

QU

=

Weeks
e EYLEA 2 mg Q4 weeks =@~ Control Group

14 : COPERNICUS % Uf GALILEO BHERICH 1T HR—R 54 vhvis 24 BB
FTO ETDRS ]RAFKIZ K % BCVA DT EILE

FRBR K WO OISR T o, 2 TORME IR AIIED ST 7L —7
s (i, P, A, R—=2F A o)), WO ATTCIREE, CRVO
DOikFEIFR 22 &) 13, EHIEETHLONIRRE BT,

HEERAR D 2 PAZEIE (BRVO) (ZfF O SEBETEIE

BRVO |ZfF 9 BRI ERE 25t 5 & LT BIEA b, ShakItm, —EilEft, g
XPHEERER (24 [ © 1 R ERCB N T, AR OZ MR OEMMEEATFM LZ, A
AR (VIBRANT) TiIit 181 BIOEBFITHRE L, AR OG- %2572 91 HlOHR)
PEZ R L7z, ARBRIZEH W T, B ITIAAI 2mg 4 8 2L &5 (2Q4) XITHEBEL
—PF—IEEEET ot FREE : =2 T A IR EHEE L — R E T 2 i T L. o
BITMBUZS THETT) OWT ORI, 1:1 OFIE TEREAIZEN (T 5z,
7'a b VTHRE SN KRRIX, 287 H Z &, W OFMIT 42~94 1%, T
65 Ch o7z,

VIBRANT #BR (2361 2 A IMED FEFHE A X, N—A T A L LT 2438
HIZ BCVA T 15 3CFLL B SGE LT BFOFIE Th o7, 24 18 B O 3 EEH
THHTIE, TREEL 204 BEOEEME N R ENT-,
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VIBRANT B DFENTRESR 2 LA F D% 6 LK 15 127,

5 6 : VIBRANT FHERIC & 112 24 BEOAMMERER (LOCF EICK D : ARDAETX

F5£H)
VIBRANT
i FREE EYLEA
2mgQ4

N=90 N=91
RIS
R—ZF A )5 BCVA T 15 LF
PLER ek Ui o E1E 26.7% 52.7%
(%)
EAAFE R ZE 0 26.6%°
(95.1%CI) (13.0, 40.1)
ETDRS #l1#&IC & %
NR—2F A b0 BCVA L 6.9 17.0
L& (12.9) (11.9)
e/ RS OREM ZE ¢ 10.5¢
(95.1%CI) (7.1, 14.0)

a: AHKI2Q4 BF — erHapE

b BEMZEKROEEXH (CD &, #ufk 2k vs BA) ROWR—RF 1 128175 BCVA LT T —
(>20/200 K TN=20/200) % J& & L. Mantel-Haenszel B D & 4 % VW CTHH

c: p<0.01 (xfHEREE DLbER)

d : ANCOVA EF /WIS Fe/h ZF - KO8 CT

20

(letters)

Mean Change in Visual Acuity

VIBRANT

12 16
Weeks
——ii— EYLEA 2 mg Q4 weeks

20

24

—{— Control Group

15 : VIBRANT BRERICE (T HR—R S/ Ui 24 BEFTHD ETDRS RAKIZK B

BOVA D EHEILE

T ORI P REIR A RNED Y 7 7 — TR R (R, PR, X=X T A D
MDD A FUIRREZ &) 1, BN TR LN L —B LT,
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14.4  FEPRIFEBEAIE (DME)
DME # A3 2 HBEZ MR E L- 2 DOMIELA, ShigkItF, i, it
HERBRIC I W T, AR OZ MR OE LT Lz, BIEALINEEROH
BPE DRI 2 52 1 2 BRI 862 il Tdh o 72, i b L THRE SN skPeiE, 28
+7 B L, PEEBRE OEENT 23~87, FH 63 mThoT,

e 2 >ORER (VIVID LN VISTA) 128\ T, BFIZLL T D 3 2O GHIC
1:1:1: OEIETEREZBIZE AT Bz DAK 2mg 2 1 5 H Z &2k S (7]
BE L, Z0%1Z8 I L5 (EYLEA2Q8) ; 2)A#K|2mg % 4 # Z L 125

(EYLEA 2Q4) ; 3)8bf L — ¥ —JulheE il 4 i (X—R2 T A R OZE DRI
BT UCHENM) o 24 I8 B DRI, AR G FHTEINSROEEICE R LESA .

L— P — BRI L — P IR 21T o 72, XFRRBEIZB IR O FEHE 2 ¢
WA 2 mg#& 5- 21T 7=,

MRRERIZ 31T 2 A 20D T EFHEE H 1%, ETDRS iR IC K 5 52 M HICBIT D5
BEBIERIIDOR—=R2 T A b DB ETH > 72, 2Q4 LU 2Q8 FEDH M
O EFFMIE B 1 X0 IREE & bR TR ENICE R CTh o 7o, MRBRICBW T,

FHRRNCH B I i B IEAR ) 02 1T 100 B £ THERF S Uz,

VIVID K OF VISTA RER OFEMZ2 fENTRE R 2 LA T 0K 7 KON 16 12R-7,

& 7:VIVID RUVISTAHERICE T4 52 RV 100 BE DEMMERER (LOCF jEIZ&
3 BRRDFRHIHRER)

VIVID VISTA
EYLEA EYLEA ot HARE EYLEA EYLEA ot HARE
2 mg Q8* 2 mg Q4 2 mg Q8* 2 mg Q4

e R OFRHT et RAE M N= 135 N= 136 N=132 N= 151 N= 154 N= 154
52 BB HEEDRER
ETDRS #i/1#&IZ L5 10.7 105 12 10.7 12,5 0.2
R—RF A )b O BCVA FEHZEAL 9.3) 9.6) (10.6) (8.2) 9.5) (12.5)
& (SD)
o/ R DR 7 oo 9.1¢ 9.3 10.5¢ 12.2¢

(97.5%CI) (6.3, 11.8) (6.5,12.0) (7.7,13.2) (9.4, 15.0)
NR—RF A )b BCVA T 15 LF 33.3% 32.4% 9.1% 31.1% 41.6% 7.8%
DL U7 g (%)
AT E BRI o (%) 24.2% 23.3%? 23.3%? 34.2%¢

(97.5%CI) (13.5,34.9) (12.6,33.9) (135,33.1) | (241,444
100 3 B (2351 5 AR ORE R
ETDRS #fi/1#&IZ L% 9.4 114 0.7 1.1 115 0.9
NR—2F A 5O BCVA FHIZE(L (10.5) (112) (11.8) (10.7) (13.8) (13.9)
i (SD)
Fio/ N R O FER 72 b 8.24 10.7¢ 10.1¢ 10.6¢

(97.5%CI) (5.2,11.3) (7.6,13.8) (7.0, 13.3) (7.1,14.2)
NR—RF A )b BCVA T 15 LF 31.1% 38.2% 12.1% 33.1% 38.3% 13.0%
DRI L 7 B (%)
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VIVID VISTA
EYLEA EYLEA Sf HEEE EYLEA EYLEA pogichid
2 mg Q8* 2 mg Q4 2 mg Q8* 2 mg Q4
B & BEMZE (%) 19.0%¢ 26.1% 20.1% 25.8%¢
(97.5%CI) (8.0,29.9) (14.8,37.5) (9.6, 30.6) (15.1, 36.6)

a: JAIO 5 \E 4 HWEZ & 0fRs

b: ANCOVA EF /IS F/h K NCL, 72725 L, _R—ATF A BCVA A a7 375 E, WEkts
BRE L, & OICRBRIEMmFEE CHRE LZERR T bET ICE DT,

c: ARFIFE —xfRRRE

d: p<0.01 CrfHREE & Lhig)

e: Mantel-Haenszel B D& 4% FIVNC, 1RBRSSHEFHEE CHUE L7 BRIN T2 oW TR LR 2 & CLL

o 5 VIVID
S :
< 14107
£ +11.4
210~ : +9.4
— A= —— 110N 5
g & 1+10.5
] :
o= 1
2 5 :
U I
1
§ 141
= 9—90-9-9@ +0.7

-
v
1

—_—

=

|

:;\' i
+ +
= in

(letters)

Mean Change in Visual Acuity

——EYLEA 2mg Q8 weeks =iy=EYLEA 2mg Q4 weeks
—@— Control Group

16 : VIVID B VISTARERIZE T HR—RF4 U5 100 BEETD
ETDRS ## R (=& % BOVA DEHEILE

FRERBHAARIIC VEGF BLER|OE G422 F7-2 L DOHHEBEITBIT 5, A0
TN —TEMTRE R RERBHAARTIZ VEGF [HERI O 5% 352 1T TR W ER &
FEREDORERNE STz,
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14.5

AR K O EREBR OO S ATIC B T 5, &2 TORMERIEER B IMEDY 7 7 —7
fEATRE S (4R, PERI. AfE, X—AF A D HbAlc, X—AT7 A4 O], bt
VEGF ORiie#E 72 &) 1. EHEETELNZ/ERELE &K LT,

PRI MEEE (DR)
PERIFEHEIEAE (DR) (Z381F 2 AFN DA N K O 4MEIX, VIVID, VISTA KO
PANORAMA #HBR OfE RIS <,

VIVID }% O VISTA Bk

VIVID & (" VISTA iRBRIZ I 1T 2 A IMED#E B0 ETDRS 12 L 2 8 R Jps M HRE BE B
A4 —)L (Diabetic retinopathy severity scale : DRSS) OZ{LETH-7-, &
BRI PR — 2 T A UL OLIRER 6 % H Z & 12 DRSS Z 2l L 7= [ AR aER (14.4)
v IR

AN SN DR E T N— 2T U HZ DR KO'DME 2 8§ 5 HE Th- 7=,
IS ORBICHAAN BT < DEFE (77%) 128V T, DRSS IZED S 4
FE D> B HLE O JEBE SRR JR P HEIEE (NPDR) %4 L T\ 7z, 100 38 H351F % DRSS
28 2 BRPELL dGE LT gRE ORISR, AHK 2Q4 BEM O 2Q8 BEDMIRE & & x|
REL L CTHEICIEINT 2 Z L RS,

VIVID & OYVISTA iRBRIZ 31T % 10038 H 0 DRSS OfEMT#E F % LLF D% 8 12/~

< 8:VIVID B U VISTA ZXE& 100 B B (2144 DRSS A 2 BRFELL L& L F-1RERE D

)

VIVID VISTA

EYLEA EYLEA ot HARE EYLEA EYLEA ot HARE

2 mg Q8* 2 mg Q4 2 mg Q8* 2 mg Q4
RFAM AT RE AR E S b N= 101 N=97 N=99 N= 148 N=153 N= 150
DRSS B _X—RF A /b 2 BeELL 32 27 7 56 58 24
B LR OFEIE (%) (32%) (28%) (7%) (38%) (38%) (16%)
HER 22 <4(%) 24%¢ 21%¢ 22%¢ 22%:¢

(97.5%CI) (12, 36) (9, 33) (11, 33) (11, 33)

FHEAAE 72— R T A L% D DRSS OEIT KRB & LT, 7l aTRE R FeffEic L v e Lz (=2 F
A U HOETOMENRPSUIFHEARGBED LA IR —R T A EIZ L Y #fi5E) .

a: JAIO 5 [\ 4 BT & ofeh

b: FHIlATEERRFE R IE, N— R T A VEECHY)7e DRSS 77— 4 #F L CW e RBENE EN D,

c: Mantel-Haenszel F O B A2 FVN T, TRBRIENES B & CTHUE L 72 @RI 72 oW T L2 B2 & CI

d: AHIBE —xHRRE

e: p<0.01 CefFRHE & Hig)

R—=2F 4 75 1008 B £ TO DRSS 78 2 BEpEDL Rk L - #BF 0EI& 12k
5. BTOFMAREZR A IED Y7 7 —Ffbrih 8 Ry, MER], AFE, -~
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— AT A4 D HbAle, X—ATA DRI E) 1X. EHEERTELNER L
—E L7,

PANORAMA R

PANORAMA ikBf(x, H /02 K&5S DME (CI-DME) 2372\ AR EE ) &5 B D I
HEAE M PRI MEIEE (NPDR : ETDRS-DRSS 47~53) B %15 L L CAKIDO L 4
PER OV S & it U - IR b, Stk 3tlnl, — il b B cdh o 7o,
HEAE 2RI T STz 402 BlZ B W THMEDORHE A FIE Ch 7, 71 2L T
FRE SN KBET, Bmo 5ENT 287 HZ &, 20%IX8 M (567 H) Z& T
otz WERE OERIL 25~85 ik, T 557 CThH o7,

WAL, LLFD3 2D LY AT 1 1 O TEESIC
Fl2mg Z 1 5 H T2 1[E] ﬁm?,lﬁl ZOMBIT 1 FRE L, ZO%i 16 H
Tl RS Q16 ) | 2) AAl2mg & 1 H T X 1Al sEE S R G L,
ZO®RIT8MIT LT 1 MG (2Q8 #E) . & U3) Sham Hf,

T b 1) K

HRNMED FEFHIIE E X, AFIFERE (2Q16 BEA T 2Q8 HEDOHFE) 2B HX—
AT A D 24 3 B £ TIZ ETDRS-DRSS 78 2 B LI ek L 7= Wi oIS
2Q16 BEK N 2Q8 BEZ NI EIT S 52 # H £ TIZ ETDRS-DRSS 78 2 Bl ik
B L7oBE OFIG & L, Sham BE & g L7z, EARBIRGHEHEA X, 52A £ T

ICHEAT Y RARA b (GRS R P HEEAE SRR OB M) 2R8I L 7
wERE OEIETh o7z,

52 B OFERNG 2Q16 BEL TN 2Q8 BElx. HFE K OFNZEN O 5T Sham £
ST AERMES R S (9 KU 10) o 2 BEfEDL FiksE LT g oEE 0
HB A2 17 17T,

£ R—2F5 A5 24 B K52 1 H F T2 ETDRS-DRSS 73 2 BEpELL Fik
= L7 OFIS (PANORAMA #ER)

PANORAMA
24 A 52 3 B
Eylea Control Eylea Eylea Control
Combined (Sham) 2Q16 2Q8 (Sham)
FAS N=269 N=133 N=135 N=134 N=133
NR—=RAF7ANnb 58% 6% 65% 80% 15%
ETDRS-DRSS 75 2
BERELL R LTz
WelpE DEIE
ARFE T AR 22 52%¢ 50%¢ 65%¢
(%) (45, 60) (40, 60) (56, 74)
(95% CI)°
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FHUIARBE /2 N— A T A 1% 0D DRSS OEIT/RMNE & L THu,

A U HDOETOERRPUTFHE DG AT N— AT A VEIC X V7

a: AFIFE —xFHEEE

A ATRE A AT & 0 e LT (e R T

b: Mantel-Haenszel B! E A% AV T, ~—R T A HFD DRSS JBHIZE4 Tl L2 BRI 2= & CI

c: p<0.01 CefFREE & Ehiig)

: p fEl%. ] Cochran-Mantel-Haenszel #7E & FHVNT, _X—2Z 7 A KD DRSS
BRI S TR L CR LT,

X 17 : XR—RAF A )5 52 1 H F T2 ETDRS-DRSS 73 2 EERELL ik U 7- ¢
H0EIE (PANORAMA #ER)

90—

80

70 -

60

50-

40

30 29.2%

Proportion of Patients

20

10

45.5%

40.6%

62.7%

67.9%

59.3%

79.9%

65.2%
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Eylea 40 mg/mL solution for injection in a vial.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 mL solution for injection contains 40 mg aflibercept*.

One vial contains an extractable volume of at least 0.1 mL, equivalent to at least 4 mg aflibercept. This
provides a usable amount to deliver a single dose of 0.05 mL containing 2 mg aflibercept.

*Fusion protein consisting of portions of human VEGF (Vascular Endothelial Growth Factor)
receptors 1 and 2 extracellular domains fused to the Fc portion of human IgG1 and produced in

Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

For the full list of excipients, see section 6. 1.

3.  PHARMACEUTICAL FORM
Solution for injection (injection)

The solution is a clear, colourless to pale yellow and iso-osmotic solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Eylea is indicated for adults for the treatment of
e neovascular (wet) age-related macular degeneration (AMD) (see section 5.1),
e visual impairment due to macular oedema secondary to retinal vein occlusion (branch RVO or
central RVO) (see section 5.1),
e visual impairment due to diabetic macular oedema (DME) (see section 5.1),
e visual impairment due to myopic choroidal neovascularisation (myopic CNV) (see section 5.1).

4.2 Posology and method of administration
Eylea is for intravitreal injection only.

Eylea must only be administered by a qualified physician experienced in administering intravitreal
injections.

Posology
wet AMD
The recommended dose for Eylea is 2 mg aflibercept, equivalent to 0.05 mL.

Eylea treatment is initiated with one injection per month for three consecutive doses. The treatment
interval is then extended to two months.

Based on the physician’s judgement of visual and/or anatomic outcomes, the treatment interval may be
maintained at two months or further extended using a treat-and-extend dosing regimen, where
injection intervals are increased in 2- or 4-weekly increments to maintain stable visual and/or
anatomic outcomes.
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If visual and/or anatomic outcomes deteriorate, the treatment interval should be shortened accordingly.

There is no requirement for monitoring between injections. Based on the physician’s judgement the
schedule of monitoring visits may be more frequent than the injection visits..

Treatment intervals greater than four months or shorter than 4 weeks between injections have not been
studied (see section 5.1).

Macular oedema secondary to RVO (branch RVO or central RVO)

The recommended dose for Eylea is 2 mg aflibercept equivalent to 0.05 mL.
After the initial injection, treatment is given monthly. The interval between two doses should not be
shorter than one month.

If visual and anatomic outcomes indicate that the patient is not benefiting from continued treatment,
Eylea should be discontinued.

Monthly treatment continues until maximum visual acuity is achieved and/or there are no signs of
disease activity. Three or more consecutive, monthly injections may be needed.

Treatment may then be continued with a treat-and-extend regimen with gradually increased treatment
intervals to maintain stable visual and/or anatomic outcomes, however there are insufficient data to
conclude on the length of these intervals. If visual and/or anatomic outcomes deteriorate, the treatment
interval should be shortened accordingly.

The monitoring and treatment schedule should be determined by the treating physician based on the
individual patient’s response.

Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).

Diabetic macular oedema
The recommended dose for Eylea is 2 mg aflibercept equivalent to 0.05 mL.

Eylea treatment is initiated with one injection per month for five consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.

After the first 12 months of treatment with Eylea, and based on the physician’s judgement of visual
and/or anatomic outcomes, the treatment interval may be extended, such as with a treat-and-extend
dosing regimen, where the treatment intervals are usually increased by 2-week increments to maintain
stable visual and/or anatomic outcomes. There are limited data for treatment intervals longer than

4 months. If visual and/or anatomic outcomes deteriorate, the treatment interval should be shortened
accordingly.

The schedule for monitoring should therefore be determined by the treating physician and may be
more frequent than the schedule of injections.

If visual and anatomic outcomes indicate that the patient is not benefiting from continued treatment,
Eylea should be discontinued.

Treatment intervals shorter than 4 weeks between injections have not been studied (see section 5.1).
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Myopic choroidal neovascularisation

The recommended dose for Eylea is a single intravitreal injection of 2 mg aflibercept equivalent to
0.05 mL.

Additional doses may be administered if visual and/or anatomic outcomes indicate that the disease
persists. Recurrences should be treated as a new manifestation of the disease.

The schedule for monitoring should be determined by the treating physician.
The interval between two doses should not be shorter than one month.

Special populations

Hepatic and/or renal impairment
No specific studies in patients with hepatic and/or renal impairment have been conducted with Eylea.

Available data do not suggest a need for a dose adjustment with Eylea in these patients (see
section 5.2).

Elderly population
No special considerations are needed. There is limited experience in patients older than 75 years with
DME.

Paediatric population

The safety and efficacy of Eylea have not been established in children and adolescents. There is no
relevant use of Eylea in the paediatric population for the indications of wet AMD, CRVO, BRVO,
DME and myopic CNV.

Method of administration

Intravitreal injections must be carried out according to medical standards and applicable guidelines by
a qualified physician experienced in administering intravitreal injections. In general, adequate
anaesthesia and asepsis, including topical broad spectrum microbicide (e.g. povidone iodine applied to
the periocular skin, eyelid and ocular surface), have to be ensured. Surgical hand disinfection, sterile
gloves, a sterile drape, and a sterile eyelid speculum (or equivalent) are recommended.

The injection needle should be inserted 3.5-4.0 mm posterior to the limbus into the vitreous cavity,
avoiding the horizontal meridian and aiming towards the centre of the globe. The injection volume of
0.05 mL is then delivered; a different scleral site should be used for subsequent injections.

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, sterile equipment for paracentesis should be available.

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

Each vial should only be used for the treatment of a single eye. Extraction of multiple doses from a
single vial may increase the risk of contamination and subsequent infection.

The vial contains more than the recommended dose of 2 mg aflibercept (equivalent to 0.05 mL
solution for injection). The extractable volume of the vial is the amount that can be withdrawn from
the vial and is not to be used in total. For the Eylea vial, the extractable volume is at least 0.1 mL. The
excess volume must be expelled before injecting the recommended dose (see section 6.6).
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Injecting the entire volume of the vial could result in overdose. To expel the air bubbles along with
excess medicinal product, slowly depress the plunger so that the flat plunger edge aligns with the line
that marks 0.05 mL on the syringe (equivalent to 0.05 mL i.e. 2 mg aflibercept) (see sections 4.9 and
6.6).

After injection any unused product must be discarded.
For handling of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance aflibercept or to any of the excipients listed in section 6.1.
Active or suspected ocular or periocular infection.
Active severe intraocular inflammation.

4.4 Special warnings and precautions for use

Traceability
In order to improve the traceability of biological medicinal products, the name and the batch number

of the administered product should be clearly recorded.

Intravitreal injection-related reactions

Intravitreal injections, including those with Eylea, have been associated with endophthalmitis,
intraocular inflammation, rhegmatogenous retinal detachment, retinal tear and iatrogenic traumatic
cataract (see section 4.8). Proper aseptic injection techniques must always be used when administering
Eylea. In addition, patients should be monitored during the week following the injection to permit
early treatment if an infection occurs. Patients should be instructed to report any symptoms suggestive
of endophthalmitis or any of the above mentioned events without delay.

The vial contains more than the recommended dose of 2 mg aflibercept (equivalent to 0.05 mL). The
excess volume must be discarded prior to administration (see sections 4.2 and 6.6).

Increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including
those with Eylea (see section 4.8). Special precaution is needed in patients with poorly controlled
glaucoma (do not inject Eylea while the intraocular pressure is > 30 mmHg). In all cases, both the
intraocular pressure and the perfusion of the optic nerve head must therefore be monitored and
managed appropriately.

Immunogenicity

As this is a therapeutic protein, there is a potential for immunogenicity with Eylea (see section 4.8).
Patients should be instructed to report any signs or symptoms of intraocular inflammation, e.g. pain,
photophobia, or redness, which may be a clinical sign attributable to hypersensitivity.

Systemic effects

Systemic adverse events including non-ocular haemorrhages and arterial thromboembolic events have
been reported following intravitreal injection of VEGF inhibitors and there is a theoretical risk that
these may relate to VEGF inhibition. There are limited data on safety in the treatment of patients with
CRVO, BRVO, DME or myopic CNV with a history of stroke or transient ischaemic attacks or
myocardial infarction within the last 6 months. Caution should be exercised when treating such
patients.

Other
As with other intravitreal anti-VEGF treatments for AMD, CRVO, BRVO, DME and myopic CNV
the following also applies:

e The safety and efficacy of Eylea therapy administered to both eyes concurrently have not been
systematically studied (see section 5.1). If bilateral treatment is performed at the same time this
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could lead to an increased systemic exposure, which could increase the risk of systemic adverse
events.

e Concomitant use of other anti-VEGF (vascular endothelial growth factor)

e There is no data available on the concomitant use of Eylea with other anti-VEGF medicinal
products (systemic or ocular).

e Risk factors associated with the development of a retinal pigment epithelial tear after anti-
VEGF therapy for wet AMD, include a large and/or high pigment epithelial retinal detachment.
When initiating Eylea therapy, caution should be used in patients with these risk factors for
retinal pigment epithelial tears.

e Treatment should be withheld in patients with rhegmatogenous retinal detachment or stage 3 or
4 macular holes.

¢ Inthe event of a retinal break the dose should be withheld and treatment should not be resumed
until the break is adequately repaired.

e The dose should be withheld and treatment should not be resumed earlier than the next
scheduled treatment in the event of:

0 adecrease in best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;

O a subretinal haemorrhage involving the centre of the fovea, or, if the size of the
haemorrhage is >50%, of the total lesion area.

e The dose should be withheld within the previous or next 28 days in the event of a performed or
planned intraocular surgery.

¢ Eylea should not be used in pregnancy unless the potential benefit outweighs the potential risk
to the foetus (see section 4.6).

e Women of childbearing potential have to use effective contraception during treatment and for at
least 3 months after the last intravitreal injection of aflibercept (see section 4.6).

e There is limited experience with treatment of patients with ischaemic CRVO and BRVO. In
patients presenting with clinical signs of irreversible ischaemic visual function loss, the
treatment is not recommended.

Populations with limited data

There is only limited experience in the treatment of subjects with DME due to type I diabetes or in
diabetic patients with an HbAlc over 12% or with proliferative diabetic retinopathy.

Eylea has not been studied in patients with active systemic infections or in patients with concurrent
eye conditions such as retinal detachment or macular hole. There is also no experience of treatment
with Eylea in diabetic patients with uncontrolled hypertension. This lack of information should be
considered by the physician when treating such patients.

In myopic CNV there is no experience with Eylea in the treatment of non-Asian patients, patients who
have previously undergone treatment for myopic CNV, and patients with extrafoveal lesions.

Information about excipients
This medicine contains less than 1 mmol sodium (23 mg) per dosage unit, that is to say essentially
’sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

Adjunctive use of verteporfin photodynamic therapy (PDT) and Eylea has not been studied, therefore,
a safety profile is not established.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential have to use effective contraception during treatment and for at least
3 months after the last intravitreal injection of aflibercept (see section 4.4).
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Pregnancy
There are no data on the use of aflibercept in pregnant women.

Studies in animals have shown embryo-foetal toxicity (see section 5.3).

Although the systemic exposure after ocular administration is very low, Eylea should not be used
during pregnancy unless the potential benefit outweighs the potential risk to the foetus.

Breast-feeding
It is unknown whether aflibercept is excreted in human milk. A risk to the breast-fed child cannot be

excluded.

Eylea is not recommended during breast-feeding. A decision must be made whether to discontinue
breast-feeding or to abstain from Eylea therapy taking into account the benefit of breast-feeding for
the child and the benefit of therapy for the woman.

Fertility
Results from animal studies with high systemic exposure indicate that aflibercept can impair male and

female fertility (see section 5.3). Such effects are not expected after ocular administration with very
low systemic exposure.

4.7 Effects on ability to drive and use machines

Injection with Eylea has a minor influence on the ability to drive and use machines due to possible
temporary visual disturbances associated either with the injection or the eye examination. Patients
should not drive or use machines until their visual function has recovered sufficiently.

4.8 Undesirable effects

Summary of the safety profile

A total of 3,102 patients constituted the safety population in the eight phase III studies. Among those,
2,501 patients were treated with the recommended dose of 2 mg.

Serious ocular adverse reactions in the study eye related to the injection procedure have occurred in
less than 1 in 1,900 intravitreal injections with Eylea and included blindness, endophthalmitis, retinal
detachment, cataract traumatic, cataract, vitreous haemorrhage, vitreous detachment, and intraocular
pressure increased (see section 4.4).

The most frequently observed adverse reactions (in at least 5% of patients treated with Eylea) were
conjunctival haemorrhage (25%), retinal haemorrhage (11%), visual acuity reduced (11%), eye
pain (10%), cataract (8%), intraocular pressure increased (8%), vitreous detachment (7%), and
vitreous floaters (7%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the eight phase III studies in the
indications wet AMD, CRVO, BRVO, DME and myopic CNV with a reasonable possibility of
causality to the injection procedure or medicinal product.

The adverse reactions are listed by system organ class and frequency using the following convention:

Very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (= 1/10,000
to < 1/1,000)

Within each frequency grouping, adverse drug reactions are presented in order of decreasing
seriousness.
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Table 1:

All treatment-emergent adverse drug reactions reported in patients in phase I1I studies

(pooled data of the phase I1I studies for the indications wet AMD, CRVO, BRVO, DME and myopic
CNV) or during post-marketing surveillance

Cataract nuclear,
Cataract subcapsular,
Corneal erosion,

Lenticular opacities,

Corneal epithelium
defect,

Injection site

Corneal abrasion, irritation,
Intraocular pressure increased, | Abnormal sensation
Vision blurred, in eye,

Vitreous floaters, Eyelid irritation,

Vitreous detachment,
Injection site pain,

Foreign body sensation in
eyes,

Lacrimation increased,
Eyelid oedema,

Injection site haemorrhage,
Punctate keratitis,
Conjunctival hyperaemia,

Ocular hyperaemia

Anterior chamber
flare,

Corneal oedema

System
Organ Very common Common Uncommon Rare
Class
Immune Hypersensitivity***
system
disorders
Eye Visual acuity Retinal pigment epithelial tear*) Endophthalmitis**, | Blindness,
disorders | reduced, DptachmenF of the retinal Retinal detachment, | Cataract
Retinal pigment eplthellum, Retinal tear, traumatic,
haemorrhage, Retinal degeneration, Tritis, Vitritis,
emortage, | catmaen | Uveits Hypopyon
_ ’ ’ Iridocyclitis,
Eye pain Cataract cortical,

*  Conditions knownto be associated with wet AMD. Observed in the wet AMD studies only.

**  Culture positiveand culture negative endophthalmitis

*** During the post-marketing period, reports of hypersensitivity included rash, pruritus, urticaria, and isolated
cases of severe anaphylactic/anaphylactoid reactions.

Description of selected adverse reactions

In the wet AMD phase I1I studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.

Arterial thromboembolic events (ATEs) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events, including stroke and
myocardial infarction, following intravitreal use of VEGF inhibitors.

A low incidence rate of arterial thromboembolic events was observed in the Eylea clinical trials in

patients with AMD, DME, RVO and myopic CNV. Across indications no notable difference between
the groups treated with aflibercept and the respective comparator groups were observed.
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As with all therapeutic proteins, there is a potential for immunogenicity with Eylea.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials, doses of up to 4 mg in monthly intervals have been used and isolated cases of
overdoses with 8 mg occurred.

Overdosing with increased injection volume may increase intraocular pressure. Therefore, in case of
overdose, intraocular pressure should be monitored and if deemed necessary by the treating physician,
adequate treatment should be initiated (see section 6.6).

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals / Antineovascularisation agents
ATC code: SOILAOS

Aflibercept is a recombinant fusion protein consisting of portions of human VEGF receptor 1 and 2
extracellular domains fused to the Fc portion of human IgG1.

Aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

Aflibercept acts as a soluble decoy receptor that binds VEGF-A and PIGF with higher affinity than
their natural receptors, and thereby can inhibit the binding and activation of these cognate VEGF
receptors.

Mechanism of action

Vascular endothelial growth factor-A (VEGF-A) and placental growth factor (P1GF) are members of
the VEGF family of angiogenic factors that can act as potent mitogenic, chemotactic, and vascular
permeability factors for endothelial cells. VEGF acts via two receptor tyrosine kinases; VEGFR-1 and
VEGFR-2, present on the surface of endothelial cells. PIGF binds only to VEGFR-1, which is also
present on the surface of leucocytes. Excessive activation of these receptors by VEGF-A can result in
pathological neovascularisation and excessive vascular permeability. PIGF can synergize with VEGF -
A in these processes, and is also known to promote leucocyte infiltration and vascular inflammation.

Pharmacodynamic effects

wet AMD

Wet AMD is characterised by pathological choroidal neovascularisation (CNV). Leakage of blood and
fluid from CNV may cause retinal thickening or oedema and/or sub-/intra-retinal haemorrhage,
resulting in loss of visual acuity.

In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), central retinal thickness [CRT] decreased soon after treatment initiation,
and the mean CNV lesion size was reduced, consistent with the results seen with ranibizumab 0.5 mg
every month.
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In the VIEW1 study there were mean decreases in CRT on optical coherence tomography (OCT) (-130
and -129 microns at week 52 for the Eylea 2 mg every two months and ranibizumab 0.5 mg every
month study groups, respectively). Also at the 52 week time point, in the VIEW?2 study there were
mean decreases in CRT on OCT (-149 and -139 microns for the Eylea 2 mg every two months and
ranibizumab 0.5 mg every month study groups, respectively). The reduction of CNV size and
reduction in CRT were generally maintained in the second year of the studies.

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.

The ARIES study was designed to explore the non-inferiority of an Eylea 2 mg treat-and-extend dosing
regimen initiated immediately after administration of 3 initial monthly injections and one additional
injection after 2 months vs. a treat-and-extend dosing regimen initiated after one year of treatment. For
patients requiring a more frequent than Q8 dosing at least once over the course of the study, CRT
remained higher, but the mean decrease in CRT from baseline to week 104 was -160.4 microns, similar
to the patients treated at QS8 or less frequent intervals.

Macular oedema secondary to CRVO and BRVO

In CRVO and BRVO, retinal ischaemia occurs and signals the release of VEGF which in turn
destabilises the tight junctions, and promotes endothelial cell proliferation. Up-regulation of VEGF is
associated with the breakdown of the blood retina barrier, increased vascular permeability, retinal
oedema, and neovascularisation complications.

In patients treated with 6 consecutive monthly injections of Eylea 2mg, there was a consistent, rapid
and robust morphologic response (as measured by improvements in mean CRT) observed. At week 24,
the reduction in CRT was statistically superior versus control in all three studies (COPERNICUS in
CRVO: -457 vs. -145 microns; GALILEO in CRVO: -449 vs. -169 microns; VIBRANT in BRVO: -
280 vs. -128 microns). This decrease from baseline in CRT was maintained to the end of each study,
week 100 in COPERNICUS, week 76 in GALILEO, and week 52 in VIBRANT.

Diabetic macular oedema

Diabetic macular oedema is a consequence of diabetic retinopathy and is characterised by increased
vasopermeability and damage to the retinal capillaries which may result in loss of visual acuity.

In patients treated with Eylea, the majority of whom were classified as having Type II diabetes, a rapid
and robust response in morphology (CRT, DRSS level) was observed.

In the VIVIDPME and the VISTAPME studies, a statistically significant greater mean decrease in CRT
from baseline to week 52 was observed in patients treated with Eylea than with the laser control, -
192.4 and -183.1 microns for the 2Q8 Eylea groups and -66.2 and -73.3 microns for the control
groups, respectively. At week 100 the decrease was maintained with -195.8 and -191.1 microns for the
2Q8 Eylea groups and -85.7 and -83.9 microns for the control groups, in the VIVIDPME and
VISTAPME gtudies, respectively.

A >2 step improvement in DRSS was assessed in a pre-specified manner in VIVIDPME and
VISTAPME, The DRSS score was gradable in 73.7% of the patients in VIVIDPME and 98.3% of the
patients in VISTAPME, At week 52, 27.7% and 29.1% of the Eylea 2Q8 groups, and 7.5% and 14.3%
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of the control groups experienced a >2 step improvement in the DRSS. At week 100, the respective
percentages were 32.6% and 37.1% of the Eylea 2Q8 groups and 8.2% and 15.6% of the control
groups.

The VIOLET study compared three different dosing regimens of Eylea 2 mg for treatment of DME
after at least one year of treatment at fixed intervals, where treatment was initiated with 5 consecutive
monthly doses followed by dosing every 2 months. At week 52 and week 100 of the study, i.e. second
and third year of treatment, the mean changes in CRT were clinically similar for treat-and-extend
(2T&E), pro re nata (2PRN) and 2Q8, respectively, -2.1,2.2 and -18.8 microns at week 52, and 2.3,
-13.9 and -15.5 microns at week 100.

Myopic choroidal neovascularisation

Myopic choroidal neovascularisation (myopic CNV) is a frequent cause of vision loss in adults with
pathologic myopia. It develops as a wound healing mechanism consequent to Bruch’s membrane
ruptures and represents the most vision-threatening event in pathologic myopia.

In patients treated with Eylea in the MYRROR study (one injection given at start of therapy, with
additional injections given in case of disease persistence or recurrence), CRT decreased soon after
treatment initiation favouring Eylea at week 24 (-79 microns and -4 microns for the Eylea 2 mg
treatment group and the control group, respectively), which was maintained through week 48. In
addition, the mean CNV lesion size decreased.

Clinical efficacy and safety

wet AMD

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with wet AMD (VIEW1 and VIEW?2) with a. total of

2,412 patients treated and evaluable for efficacy (1,817 with Eylea). Patient ages ranged from 49 to
99 years with a mean of 76 years. In these clinical studies, approximately 89% (1,616/1,817) of the
patients randomised to treatment with Eylea were 65 years of age or older, and approximately

63% (1,139/1,817) were 75 years of age or older. In each study, patients were randomly assigned in a
1:1:1:1 ratio to 1 of 4 dosing regimens:

1) Eylea administered at 2 mg every 8 weeks following 3 initial monthly doses (Eylea 2Q8);
2) Eylea administered at 2 mg every 4 weeks (Eylea 2Q4);

3) Eylea administered at 0.5 mg every 4 weeks (Eylea 0.5Q4); and

4) ranibizumab administered at 0.5 mg every 4 weeks (ranibizumab 0.5Q4).

In the second year of the studies, patients continued to receive the initially randomised dosage but on a
modified dosing schedule guided by assessment of visual and anatomic outcomes with a protocol-
defined maximum dosing interval of 12 weeks.

In both studies, the primary efficacy endpoint was the proportion of patients in the Per Protocol Set
who maintained vision, i.e. losing fewer than 15 letters of visual acuity at week 52 from baseline.

In the VIEW1 study, at week 52, 95.1% of patients in the Eylea 2Q8 group maintained vision
compared to 94.4% patients in the ranibizumab 0.5Q4 group. In the VIEW?2 study, at week 52, 95.6%
of patients in the Eylea 2Q8 group maintained vision compared to 94.4% patients in the ranibizumab
0.5Q4 group. In both studies Eylea was shown to be non-inferior and clinically equivalent to the
ranibizumab 0.5Q4 group.

Detailed results from the combined analysis of both studies are shown in Table 2 and Figure 1 below.
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Table 2: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the

VIEWI1 and VIEW?2 studies®

Efficacy Outcome Eylea 2Q8 " Ranibizumab 0.5Q4
(Eylea 2 mg every 8 weeks (ranibizumab 0.5 mg every
following 3 initial monthly 4 weeks)

doses)
(N=607) (N=595)
Week 52 Week 96 Week 52 Week 96

Mean number of injections 76 112 123 16.5

from baseline

Mean number of injections 42 47

from Week 52 to 96 ' '

Proportion of patients with

<15 letters loss from 95.33%" 92.42% 94.42%P 91.60%

baseline (PPS 4)

Difference® 0.9% 0.8%

(95% CI)D (-1.7,3.5)P (-2.3,3.8)P

Mean change in BCVA as

measured by ETDRSA) 8.40 7.62 8.74 7.89

letter score from baseline

Difference in LS4

mean change (ETDRS -0.32 -0.25

letters)c) (-1.87,1.23) (-1.98,1.49)

(95% CDH)®

Proportion of patients with

> 15 letters gain from 30.97% 33.44% 32.44% 31.60%

baseline

Difference® -1.5% 1.8%

(95% CI)D) (-6.8,3.8) (-3.5,7.1)

A BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study

LS: Least square means derived from ANCOVA

PPS: Per Protocol Set

B

N

patients with maintained visual acuity at week 52 which is PPS

C

NS

favours Eylea.
D)

E

N7

Confidence interval (CI) calculated by normal approximation
After treatment initiation with threemonthly doses

Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) forall analyses except proportion of

The difference is the value ofthe Eylea group minus the value ofthe ranibizumab group. A positive value

B A confidence interval lying entirely above -10%indicates a non-inferiority of Eylea to ranibizumab
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Figure 1. Mean Change in Visual Acuity
from Baseline to Week 96 for the Combined
Data from the View1 and View?2 Studies

In combined data analysis of VIEW1 and VIEW2 Eylea demonstrated clinically meaningful changes
from baseline in pre-specified secondary efficacy endpoint National Eye Institute Visual Function
Questionnaire (NEI VFQ-25) without clinically meaningful differences to ranibizumab. The
magnitude of these changes was similar to that seen in published studies, which corresponded to a 15-
letter gain in Best Corrected Visual Acuity (BCVA).

In the second year of the studies, efficacy was generally maintained through the last assessment at
week 96, and 2-4% of patients required all injections on a monthly basis, and a third of patients
required at least one injection with a treatment interval of only one month.

Decreases in mean CNV area were evident in all dose groups in both studies.

Efficacy results in all evaluable subgroups (e.g. age, gender, race, baseline visual acuity, lesion type,
lesion size) in each study and in the combined analysis were consistent with the results in the overall
populations.

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 >15 letters and the proportion of
patients who gained at least 15 letters of BCVA from baseline to week 52.
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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 >15 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 >15 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 VIEW2.

ARIES was a 104-week multicentre, randomised, open-label, active-controlled study in 269 patients
with treatment naive wet AMD, designed to assess the non-inferiority in terms of efficacy as well as
the safety of a treat-and-extend dosing regimen initiated after 3 consecutive monthly doses followed
by extension to a 2 monthly treatment interval vs. a treat-and-extend dosing regimen initiated after the
first year of treatment.

The ARIES study also explored the percentage of patients that required more frequent treatment than
every 8 weeks based on the investigator’s decision. Out of the 269 patients 62 patients received more
frequent dosing at least once during the course of the study. Such patients remained in the study and
received treatment according to the investigator’s best clinical judgement but not more frequently than
every 4 weeks and their treatment intervals could be extended again afterwards. The average treatment
interval after the decision to treat more frequently was 6.1 weeks. Week 104 BCVA was lower in
patients requiring more intensive treatment at least once over the course of the study compared with
patients who did not and the mean change in BCVA from baseline to end of the study was+2.3 £+

15.6 letters. Among the patients treated more frequently, 85.5% maintained vision, i.e. lost less

than15 letters, and 19.4% gained 15 letters or more. The safety profile of patients treated more
frequently than every 8 weeks was comparable to the safety data in VIEW 1 and VIEW 2.

Macular oedema secondary to CRVO

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
sham-controlled studies in patients with macular oedema secondary to CRVO (COPERNICUS and
GALILEO) with a total of 358 patients treated and evaluable for efficacy (217 with Eylea). Patient
ages ranged from 22 to 89 years with a mean of 64 years. In the CRVO studies, approximately 52%
(112/217) of the patients randomised to treatment with Eylea were 65 years of age or older, and
approximately 18% (38/217) were 75 years of age or older. In both studies, patients were randomly
assigned in a 3:2 ratio to either 2 mg Eylea administered every 4 weeks (2Q4), or the control group
receiving sham injections every 4 weeks for a total of 6 injections.

After 6 consecutive monthly injections, patients received treatment only if they met pre-specified
retreatment criteria, except for patients in the control group in the GALILEO study who continued to
receive sham (control to control) until week 52. From this timepoint all patients were treated if pre-
specified criteria were met.
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In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 letters in BCVA at week 24 compared to baseline. A secondary efficacy variable was change in
visual acuity at week 24 compared to baseline.

The difference between treatment groups was statistically significant in favour of Eylea in both
studies. The maximal improvement in visual acuity was achieved at month 3 with subsequent
stabilisation of visual acuity and CRT until month 6. The statistically significant difference was
maintained through week 52.

Detailed results from the analysis of both studies are shown in Table 3 and Figure 2 below.
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Table3:  Efficacy outcomes at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF®) in COPERNICUS and GALILEO studies

Efficacy Outcomes COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
Eylea Control | Eylea Control? | EyleaP | Control®P| Eylea Control | Eylea Eylea® | Control @
2 mg Q4 2 mg (N=73) 2 mg (N=73) |2mgQ4 2 mg Co_ntrol 2 mg
N=114)| (N=73) |N=114) (N=114) (N=103) |(N=68) (N=103)(N_68) (N=103) (N=68)
f“’porti‘?n of patients with>15 56% 12% 55% 30% 49.1% 23.3% 60% 22% 60% 32% | 57.3% 29.4%
etters gain from baseline
Weighted difference®BF) 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
(95%CI) (33.0,56.6) (11.8,40.1) (13.1,40.3) (24.4,52.1) 13.0,42.7) (13.3,42.6
p-value p<0.0001 p=0.0006 p=0.0003 p<0.0001 p=0.0004 p=0.0004
x:;‘:u‘;}e‘znbg;g}gﬁ\slglifr 17.3 -4.0 16.2 3.8 13.0 1.5 18.0 33 16.9 3.8 13.7 6.2
score from baseline (SD) (12.8) (18.0) (17.4) (17.1) (17.7) (17.7) (12.2) (14.1) (14.8) (18.1) (17.8) (17.7)
Difference in LS mean”-CD-E) 21.7 12.7 11.8 14.7 13.2 7.6
(95%CI) (17.4,26.0) (7.7,17.7) (6.7,17.0) (10.8,18.7) (8.2,18.2) (2.1,13.1)
p-value p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001 p=0.0070

A) Differenceis Eylea 2 mg Q4 weeks minus control
B Difference and confidence interval (CI) are calculated using Cochran -Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) andbaseline BCVA category (>20/200and <20/200)
© BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward
SD: Standard deviation
LS: Least square means derived from ANCOVA
P) LS meandifference and confidence intervalbased onan ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCVA category (>20/200 and<20/200)
£ In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52 ; patients had visits every
4 weeks.
B In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mgon anas-needed basis as frequently as every 4 weeks starting from week 52 to week 96;
patients had mandatory quarterly visits but may have been seenas frequently as every 4 weeks if necessary .
9 In GALILEO study, both control group and Eylea 2mg patients received Eylea 2 mgon anas-needed basis every 8 weeks starting from week 52 to week 68; patients had mandatory
visits every 8 weeks.
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Figure 2: Mean Change from Baseline to Week 76/100 in Visual Acuity by Treatment Group
for the COPERNICUS and GALILEO Studies (Full Analysis Set)
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In GALILEO, 86.4% (n=89) of the Eylea group and 79.4% (n=54) of the sham group had perfused
CRVO at baseline. At week 24, this was 91.8% (n=89) in the Eylea group and 85.5% (n=47) in the
sham group. These proportions were maintained at week 76, with 84.3% (n=75) in the Eylea group
and 84.0% (n=42) in the sham group.
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In COPERNICUS, 67.5% (n = 77) of the Eylea group and 68.5% (n = 50) of the sham group had
perfused CRVO at baseline. At week 24, this was 87.4% (n =90) in the Eylea group and 58.6%
(n=34) in the sham group. These proportions were maintained at week 100 with 76.8 % (n =76) in
the Eylea group and 78% (n = 39) in the sham group. Patients in the sham group were eligible to
receive Eylea from week 24.

The beneficial effect of Eylea treatment on visual function was similar in the baseline subgroups of
perfused and non-perfused patients. Treatment effects in other evaluable subgroups (e.g. age, gender,
race, baseline visual acuity, CRVO duration) in each study were in general consistent with the results
in the overall populations.

In combined data analysis of GALILEO and COPERNICUS, Eylea demonstrated clinically
meaningful changes from baseline in pre-specified secondary efficacy endpoint National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). The magnitude of these changes was similar to that

seen in published studies, which corresponded to a 15-letter gain in Best Corrected Visual Acuity
(BCVA).

Macular oedema secondary to BRVO

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, active-
controlled study in patients with macular oedema secondary to BRVO (VIBRANT) which included
Hemi-Retinal Vein Occlusion. A total of 181 patients were treated and evaluable for efficacy (91 with
Eylea). Patient ages ranged from 42 to 94 years with a mean of 65 years. In the BRVO study,
approximately 58% (53/91) of the patients randomised to treatment with Eylea were 65 years of age or
older, and approximately 23% (21/91) were 75 years of age or older. In the study, patients were
randomly assigned in a 1:1 ratio to either 2 mg Eylea administered every 8 weeks following 6 initial
monthly injections or laser photocoagulation administered at baseline (laser control group). Patients in
the laser control group could receive additional laser photocoagulation (called ‘rescue laser treatment’)
beginning at week 12 with a minimum interval of 12 weeks. Based on pre-specified criteria, patients in
the laser group could receive rescue treatment with Eylea 2mg from week 24, administered every 4
weeks for 3 months followed by every 8 weeks.

In the VIBRANT study, the primary efficacy endpoint was the proportion of patients who gained at
least 15 letters in BCVA at week 24 compared to baseline and the Eylea group was superior to laser
control.

A secondary efficacy endpoint was change in visual acuity at week 24 compared to baseline, which
was statistically significant in favour of Eylea in the VIBRANT study. The course of visual
improvement was rapid and peaked at 3 months with maintenance of the effect until month 12.

In the laser group 67 patients received rescue treatment with Eylea beginning at week 24 (Active
Control/ Eylea 2 mg group), which resulted in improvement of visual acuity by about 5 letters from

week 24 to 52.

Detailed results from the analysis of the VIBRANT study are shown in Table 4 and Figure 3 below.

48



Table4:  Efficacy outcomes at week 24 and week 52 (Full Analysis Set with LOCF) in VIBRANT
study
Efficacy Outcomes VIBRANT
24 Weeks 52 Weeks
Eylea2mg Q4 Active Control Eylea2mg Q8 Active Control
(N=91) (laser) (N=91)» (las;r)/F;)ylea
m
(N=90) ®
N=90)
Proportion of patients 52.7% 26.7% 57.1% 41.1%
with >15 letters gain
from Baseline (%)
: : AB)
Weighted Difference 26.6% 16.2%
(%)
(2.0,30.5)
95% CI 13.0,40.1
©5%CD ( ) p=0.0296
p-value p=0.0003
Mean change in BCVA 17.0 6.9 17.1 12.2(11.9)
as measured by ETDRS
(12.9) (13.1)
letter score from (11.9)
Baseline (SD)
Difference in LS mean 10.5 52
A0
(7.1, 14.0) (1.7,8.7)
0,
(©5%CD p<0.0001 p=0.0035"
p-value
A Difference is Eylea 2 mg Q4 weeks minus Laser Control
B Difference and 95% CI are calculated using Mantel-Haenszel weighting scheme adjusted for region (North America
vs. Japan) and baseline BCVA category (> 20/200 and <20/200)
© LS mean difference and 95% CI based on an ANCOVA model with treatment group, baseline BCVA category
(>20/200 and £20/200) and region (North America vs. Japan) as fixed effects, and baseline BCVA as covariate.
D) From week 24 on the treatment interval in the Eylea treatment group was extended for all subjects from 4 weeks to 8
weeks through week 48.
E)

Beginning at week 24 subjects in the Laser Group could receive rescue treatment with Eylea, if they met at least one

pre-specified eligibility criterion. At total of 67 subjects in this group received Eylearescue treatment. The fixed
regimen for Eylearescue was three times Eylea 2mg every 4 weeks followed by injections every 8 weeks.

P} Nominal p-value
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Figure3: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to Week 52

in VIBRANT Study
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At baseline, the proportion of perfused patients in the Eylea and laser groups was 60% and 68%,
respectively. At week 24 these proportions were 80% and 67%, respectively. In the Eylea group the
proportion of perfused patients was maintained through week 52. In the laser group, where patients
were eligible for rescue treatment with Eylea from week 24, the proportion of perfused patients
increased to 78% by week 52.

Diabetic macular oedema

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with DME (VIVIDPME and VISTAPME). A total of 862 patients
were treated and evaluable for efficacy, 576 with Eylea. Patient ages ranged from 23 to 87 years with a
mean of 63 years. In the DME studies, approximately 47% (268/576) of the patients randomised to
treatment with Eylea were 65 years of age or older, and approximately 9% (52/576) were 75 years of
age or older. The majority of patients in both studies had Type II diabetes.

In both studies, patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing regimens:

1) Eylea administered 2 mg every 8 weeks following 5 initial monthly injections (Eylea 2Q8);

2) Eylea administered 2 mg every 4 weeks (Eylea 2Q4); and

3) macular laser photocoagulation (active control).

Beginning at week 24, patients meeting a pre-specified threshold of vision loss were eligible to receive
additional treatment: patients in the Eylea groups could receive laser and patients in the control group
could receive Eylea.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at
week 52 and both Eylea 2Q8 and Eylea 2Q4 groups demonstrated statistical significance and were
superior to the control group. This benefit was maintained through week 100.

Detailed results from the analysis of the VIVIDPME and VISTAPME studies are shown in Table 5 and
Figure 4 below.
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Table 5: Efficacy outcomes at week 52 and week 100 (Full Analysis Set with LOCF) in VIVIDPME and VISTAPME studies
Efficacy VIVIDPME VISTAPME
Outcomes
52 Weeks 100 Weeks 52 Weeks 100 Weeks
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
Control Control Control Control
2mg Q84 2 mg Q4 2mg Q84 2mg Q4 2mg Q84 2 mg Q4 2mg Q84 2 mg Q4
(laser) (laser) (laser) (laser)
(N=135) (N=136) (N=135) (N=136) (N=151) (N=154) (N=151) (N=154)
(N=132) (N=132) (N=154) (N =154)
Mean change in
BCVA as
measured by
E 10.7 10.5 1.2 9.4 11.4 0.7 10.7 12.5 0.2 11.1 11.5 0.9
ETDRS * letter
score from
Baseline
Diff inLS
Herenee B 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
mean >
6.3,11.8 6.5,12.0 52,113 7.6,13.8 7.7,13.2 9.4,15.0 7.0,13.3 7.1,14.2
(97.5%CI) ( )| (¢ ) ( )| ) ( ) ( ) ( )| )
Proportion of
patients with > 15
letters gain from 33% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
Baseline
Adjusted
Diff D.CE 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
ifference V-
(97.5%CI) (13.5,34.9) | (12.6,33.9) (8.0,29.9) | (14.8,37.5) (13.5,33.1) | (24.1,44.4) (9.6,30.6) | (15.1,36.6)
. 0

A Aftertreatment initiation with 5 monthly injections
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B LS meanand CI based on an ANCOVA model with baseline BCVA measurement as a covariate and a factor for treatment group. Additionally, region (Europe/Australia vs. Japan) hadbeen
included as factor for VIVIDPME and history of MIand/or CVA as a factor for VISTAPME,

¢ Difference is Eylea group minus active control (laser) group

P Difference with confidence interval (CI) and statistical test is calculated using Mantel-Haenszel weighting scheme adjusted by region (Europe/Australia vs. Japan) for VIVI
history of MI or CVA for VISTAPME

E BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward
LS: Least square means derived from ANCOVA
CI: Confidence interval

DPME 3 nd medical
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Figure 4: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 100 in VIVIDPME and VISTAPME Studies

&
1
-
S
o

—_
o

(letters)

Mean Change in Visual Acuity

(letters)

Mean Change in Visual Acuity

Weeks

—l—Eylea 2mg Q8 weeks ~—a&——Eylea 2mg Q4 weeks
—@— Active Control (laser)

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbA 1c, baseline visual
acuity, prior anti- VEGF therapy) in each study and in the combined analysis were generally consistent
with the results in the overall populations.

In the VIVIDPME and VISTAPME studies, 36 (9%) and 197 (43%) patients received prior anti-VEGF
therapy, respectively, with a 3-month or longer washout period. Treatment effects in the subgroup of
patients who had previously been treated with a VEGF inhibitor were similar to those seen in patients
who were VEGF inhibitor naive.

Patients with bilateral disease were eligible to receive anti-VEGF treatment in their fellow eye if
assessed necessary by the physician. In the VISTAPME study, 217 (70.7%) of Eylea patients received
bilateral Eylea injections until week100; in the VIVIDPME study, 97 (35.8%) of Eylea patients received
a different anti- VEGF treatment in their fellow eye.

An independent comparative trial (DRCR.net Protocol T) utilised a dosing regimen based on strict
OCT and vision re-treatment criteria. In the aflibercept treatment group (n = 224) at week 52, this
treatment regimen resulted in patients receiving a mean of 9.2 injections, which is similar to the
administered number of doses in the Eylea 2Q8 group in VIVIDPME and VISTAPME, while overall
efficacy of the aflibercept treatment group in Protocol T was comparable to the Eylea 2Q8 group in
VIVIDPME and VISTAPME, A 13.3 mean letter gain with 42% of patients gaining at least 15 letters in
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vision from baseline was observed in Protocol T. Ocular and systemic safety profiles (including
ATEs) were similar to VIVIDPME and VISTAPME,

VIOLET, a 100-week multicentre, randomised, open-label, active controlled study in patients with
DME compared three different dosing regimens of Eylea 2 mg for treatment of DME after at least one
year of treatment at fixed intervals, where treatment was initiated with 5 consecutive monthly doses
followed by dosing every 2 months. The study evaluated non-inferiority of Eylea 2 mg dosed
according to a treat-and-extend regimen (2T&E where injections intervals were kept at a minimum of
8 weeks and gradually extended based on clinical and anatomical outcomes) and Eylea 2 mg dosed as
needed (2PRN where patients were observed every 4 weeks and injected when needed based on
clinical and anatomical outcomes), compared to Eylea 2 mg dosed every 8 weeks (2Q8) for the second
and third year of treatment.

The primary efficacy endpoint (change in BCVA from baseline to week 52) was 0.5 £ 6.7 letters in the
2T&E group and 1.7 £ 6.8 letters in the 2PRN group compared to 0.4 & 6.7 letters in the 2Q8 group,
achieving statistical non-inferiority (p<0.0001 for both comparisons; NI margin 4 letters). The changes
in BCVA from baseline to week 100 were consistent with the week 52 results: -0.1 & 9.1 letters in the
2T&E group and 1.8 + 9.0 letters in the 2PRN group compared to 0.4 & 6.7 letters in the 2Q8 group.
The mean number of injections over 100 weeks were 12.3, 10.0 and 11.5 for 2Q8fix, 2T&E and
2PRN, respectively.

Ocular and systemic safety profiles in all 3 treatment groups were similar to those observed in the
pivotal studies VIVID and VISTA.

In the 2T&E group, the increments and decrements for the injection intervals were at the investigator’s
discretion; increments of 2 weeks were recommended in the study.

Myopic choroidal neovascularisation

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, sham-
controlled study in treatment-naive, Asian patients with myopic CNV. A total of 121 patients were
treated and evaluable for efficacy (90 with Eylea). Patient ages ranged from 27 to 83 years with a
mean of 58 years. In the myopic CNV study, approximately 36% (33/91) of the patients randomised to
treatment with Eylea were 65 years of age or older, and approximately 10% (9/91) were 75 years of
age or older.

Patients were randomly assigned in a 3:1 ratio to receive either 2 mg Eylea intravitreally or sham
injections administered once at study start with additional injections given monthly in case of disease
persistence or recurrence until week 24, when the primary endpoint was assessed. At week 24, patients
initially randomised to sham were eligible to receive the first dose of Eylea. Following this, patients in
both groups continued to be eligible for additional injections in case of disease persistence or
recurrence.

The difference between treatment groups was statistically significant in favour of Eylea for the
primary endpoint (change in BCVA) and confirmatory secondary efficacy endpoint (proportion of
patients who gained 15 letters in BCVA) at week 24 compared to baseline. Differences for both

endpoints were maintained through week 48.

Detailed results from the analysis of the MYRROR study are shown in Table 6 and Figure 5 below.
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Table 6: Efficacy outcomes at week 24 (primary analysis) and week 48 in MYRROR study
(Full Analysis Set with LOCFA))
Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea2mg Sham Eylea2mg Sham/
N=90) N=31) N=90) Eylea2mg
N=31)
Mean change in BCVA P) as measured by 12.1 -2.0 13.5 3.9
ETDRS letter score from baseline (SD) ® (8.3) 9.7) (8.8) (14.3)
Difference in LS mean ©PP) 14.1 9.5
(95% CI) (10.8,17.4) (5.4,13.7)
Proportion of patients with >15 letters gain
) 38.9% 9.7% 50.0% 29.0%
from baseline
Weighted difference P> P 29.2% 21.0%
(95% CI) (14.4,44.0) (1.9,40.1)

A LOCF: Last Observation Carried Forward

B BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study
SD: Standard Deviation
© LS mean: Least square means derived from ANCOVA model
DY CI: Confidence Interval
Bl LS meandifference and 95% CI based on an ANCOVA model with treatment group and country (country
designations) as fixed effects, and baseline BCVA as covariant.
B Difference and 95% Cl are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for country
(country designations)

Figure S:

MYRROR Study (Full Analysis Set, LOCF)
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Eylea
in all subsets of the paediatric population in wet AMD, CRVO, BRVO, DME and myopic CNV
populations (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Eylea is administered directly into the vitreous to exert local effects in the eye.
Absorption / Distribution

Aflibercept is slowly absorbed from the eye into the systemic circulation after intravitreal

administration and is predominately observed in the systemic circulation as an inactive, stable
complex with VEGF; however only “free aflibercept” is able to bind endogenous VEGF.

In a pharmacokinetic sub-study in 6 neovascular wet AMD patients with frequent sampling, maximum
plasma concentrations of free aflibercept (systemic Cmax) were low, with a mean of approximately
0.02 microgram/mL (range 0 to 0.054) within 1 to 3 days after a 2 mg intravitreal injection, and were
undetectable two weeks following dosage in almost all patients. Aflibercept does not accumulate in
the plasma when administered intravitreally every 4 weeks.

The mean maximum plasma concentration of free aflibercept is approximately 50 to 500 times below
the aflibercept concentration required to inhibit the biologic activity of systemic VEGF by 50% in
animal models, in which blood pressure changes were observed after circulating levels of free
aflibercept attained approximately 10 microgram/mL and returned to baseline when levels fell below
approximately 1 microgram/mL. It is estimated that after intravitreal administration of 2 mg to
patients, the mean maximum plasma concentration of free aflibercept is more than 100-fold lower than
the concentration of aflibercept required to half-maximally bind systemic VEGF (2.91 microgram/mL)
in a study of healthy volunteers. Therefore, systemic pharmacodynamic effects such as blood pressure
changes are unlikely.

In pharmacokinetic sub-studies in patients with CRVO, BRVO, DME or myopic CNV mean Cpax of
free aflibercept in plasma were similar with values in the range of 0.03 to 0.05 microgram/mL and
individual values not exceeding 0.14 microgram/mL. Thereafter, plasma concentrations of free
aflibercept declined to values below or close to the lower limit of quantitation generally within one
week; undetectable concentrations were reached before the next administration after 4 weeks in all
patients.

Elimination
As Eylea is a protein-based therapeutic, no metabolism studies have been conducted.

Free aflibercept binds VEGF to form a stable, inert complex. As with other large proteins, both free
and bound aflibercept are expected to be cleared by proteolytic catabolism.

Renal impairment
No special studies in patients with renal impairment have been conducted with Eylea.

Pharmacokinetic analysis of patients in the VIEW?2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), revealed no differences with respect to plasma
concentrations of active drug after intravitreal administration every 4 or 8 weeks.

Similar results were seen in patients with CRVO in the GALILEO study, in patients with DME in the
VIVIDPME study, and in patients with myopic CNV in the MYRROR study.
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5.3 Preclinical safety data

Effects in non-clinical studies on repeated dose toxicity were observed only at systemic exposures
considered substantially in excess of the maximum human exposure after intravitreal administration at
the intended clinical dose indicating little relevance to clinical use.

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at systemic exposures in excess of the maximum human
exposure. The systemic exposure based on Cmax and AUC for free aflibercept were approximately 200-
and 700-fold higher, respectively, when compared to corresponding values observed in humans after
an intravitreal dose of 2 mg. At the No Observed Adverse Effect Level (NOAEL) of 0.5 mg/eye in
monkeys the systemic exposure was 42- and 56-fold higher based on Cmax and AUC, respectively.

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.

An effect of aflibercept on intrauterine development was shown in embryo-foetal development studies
in pregnant rabbits with intravenous (3 to 60 mg/kg) as well as subcutaneous (0.1 to 1 mg/kg)
administration. The maternal NOAEL was at the dose of 3 mg/kg or 1 mg/kg, respectively. A
developmental NOAEL was not identified. At the 0.1 mg/kg dose, the systemic exposures based on
Cumax and cumulative AUC for free aflibercept were approximately 17- and 10-fold higher,
respectively, when compared to corresponding values observed in humans after an intravitreal dose of
2 mg.

Effects on male and female fertility were assessed as part of a 6-month study in monkeys with
intravenous administration of aflibercept at doses ranging from 3 to 30 mg/kg. Absent or irregular
menses associated with alterations in female reproductive hormone levels and changes in sperm
morphology and motility were observed at all dose levels. Based on Cmax and AUC for free aflibercept
observed at the 3 mg/kg intravenous dose, the systemic exposures were approximately 4,900-fold and
1,500-fold higher, respectively, than the exposure observed in humans after an intravitreal dose of

2 mg. All changes were reversible.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Polysorbate 20 (E 432)

Sodium dihydrogen phosphate, monohydrate (for pH adjustment)
Disodium hydrogen phosphate, heptahydrate (for pH adjustment)
Sodium chloride

Sucrose

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shelf life

2 years

6.4 Special precautions for storage
Store in a refrigerator (2°C to 8°C).

Do not freeze.
Store in the original package in order to protect from light.
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The unopened vial may be stored outside the refrigerator below 25°C for up to 24 hours. After opening
the vial, proceed under aseptic conditions.

6.5 Nature and contents of container

Solution in a vial (type I glass) with a stopper (elastomeric rubber), and an 18 G filter needle. Each
vial contains an extractable volume of at least 0.1 mL. Pack size of 1 vial + 1 filter needle.

6.6 Special precautions for disposal and other handling

The vial is for single use in one eye only.

The vial contains more than the recommended dose of 2 mg aflibercept (equivalent to 0.05 mL). The
excess volume must be discarded prior to administration.

The solution should be inspected visually for any foreign particulate matter and/or discolouration or
any variation in physical appearance prior to administration. In the event of either being observed,
discard the medicinal product.

Filter needle:

BD Blunt Filter (Fill) Needle, not for skin injection.

Do not autoclave the BD Blunt Filter (Fill) Needle.

The filter needle is non-pyrogenic. Do not use it if individual packaging is damaged.
Discard the used BD Blunt Filter (Fill) Needle in approved sharps collector.
Caution: Re-use of the filter needle may lead to infection or other illness/injury.

For the intravitreal injection, a 30 G x ' inch injection needle should be used.
Instructions for use of vial:

1. Remove the plastic cap and disinfect the outer part of
the rubber stopper of the vial.

2. Attach the 18 G, 5-micron filter needle supplied in the
carton to a 1-mL sterile, Luer-lock syringe.

3. Push the filter needle into the centre of the vial stopper until the needle is completely inserted into
the vial and the tip touches the bottom or bottom edge of the vial.
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Using aseptic technique withdraw all of the Eylea vial
contents into the syringe, keeping the vial in an
upright position, slightly inclined to ease complete
withdrawal. To deter the introduction of air, ensure
the bevel of the filter needle is submerged into the
liquid. Continue to tilt the vial during withdrawal
keeping the bevel of the filter needle submerged in the
liquid.

Needle Bevel
Pointing Down

/4

Solution

Ensure that the plunger rod is drawn sufficiently back when emptying the vial in order to completely
empty the filter needle.

Remove the filter needle and properly dispose of it.
Note: Filter needle is not to be used for intravitreal injection.

Using aseptic technique, firmly twist a 30 G x 2 inch
injection needle onto the Luer-lock syringe tip.

Holding the syringe with the needle pointing up,
check the syringe for bubbles. If there are bubbles,
gently tap the syringe with your finger until the
bubbles rise to the top.

Eliminate all bubbles and expel excess medicinal product by slowly depressing the plunger so that
the flat plunger edge aligns with the line that marks 0.05 mL on the syringe.
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Solution after
. . expelling air bubbles
Dosing Line and excess drug
for 0.05 ml

Flat
Plunger
Edge

-

10. The vial is for single use only. Extraction of multiple doses from a single vial may increase the risk
of contamination and subsequent infection.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Bayer AG

51368 Leverkusen
Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/797/002

9., DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 22 November 2012

Date of latest renewal: 13 July 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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4.9 WwERE
FERFRBRIZIB T, 11 A MRS Tl Rdmga 5 L7213, Smga @5 U= ksik7e r— A
N7,
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5.1 TR
N EA - IRFL A P 8T A 2
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MmN CTREEA SN D,
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HZLomgk GREM NI =B X~ 715 H Z L 0.5mgfk 58£ 0521 H OCRTO X8/ ME I,
ETNEI, -130K 1292 7 v Tholo) . £72, VIEW2RERTH, 52108 B IZOCT CTHlE
L7zCRTIZIWA N A vl (KA A Z & 2mgEk 5L DT =X~ 715 A Z L 0.5mgk
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HREOCRTDOYHMEIZ, FNEh, -149K 1393 7 1 Tho72) . CNVIREHEFE KX
CRTD A T3 ER24E B I2B W T bl fafe R < -,

KIBEOBHAMDE H T 2% HARNBE Zxt8 & L TALTAIRRER A2 FhE L=, H#D3 %
A MEIAR Mg % fi A #5145, 020 A% H1EEE Lz, £ O%ITFRICHE Lz 53
2k, BSHEOMREEZ2BR S L3408 E L, A TIGARM £ TIEREAIfEL 5

ltreat and extend] 5L AL EITH Z 21210 . VIEW 138k L RO RS ST,
523 B Tl 28 M U 34 RIS IS 1T DOCTRIE IS & 5 EHCRTORD R ZE N ZE i,
344K 12613 7 12 Thol-, 2HEBICHEIT A0CTHRIE TRHIKDZD LAV EE
OEEIE, 20 X IZ4E TR TE L2 168.3 % 169.1% TH -7, ALTAIRAER TIX, 2
- H OCRT DR (X 5 5-7E THERMERF S 7,

ARIESEBRIZ, AH2mgZa 14 A Z LI1El, #iE3EEsg L, £ OEE%IC1ERE L%

T I G- IkR 2 % T D treat-and-extend$% 5- L ¥ A N K DV IREEIT o T2 REZ . AHK2mg
Z1UEM 0y A Z&iC1El, Ege3ml&54& I8 Z & oEE#R ) &5 LI %Ick 5 Mg
% iHHE T Direat-and-extend$ G- LT A N K VIR AT ToBE L g L, R OB E TR
LHIFLMELRET DR Th o 7o, R S HP IS 8 AR DO IR T G- 2 1[RILL LB &
L7283 OCRTIZEM THERE L7223, 104 BIZBIT 2 X—Z T A in b OCRTOZE L ED
EHIEIF-16042 7 v THY . SEELL EOMBETEREG L-EE LRBETCHH- T,

CRVO K UBRVO IZ1E 5 BRI HE

CRVO K O'BRVO Tl MK L CVEGFA i &4, MABERNEHRD Z A4 Ry
Ty a Y NAREEL R BHIEMEE SN D, VEGFORMNZ X v | i ikl P o akiE
MEEEIEDTUHE, MBI QM E A IHEE LD,

15 A Z & ORFRmgD £ 5% #Hfielnl 5z 1 7 B2\ T, —& L Caul Homfd /e P RES:
BIRMRAERG CE¥CRTOSEIZ L D HIE) BA LTz, 248 B2 H2CRTIE, 3akii4eT
(BN TR HREE & bl U CARFIBEDH TS A B 27~ L2 (CRVOEF X% L LT
COPERNICUSRER TlHZ £ 4-457 K% (N-1453 7 v > GALILEO#R Sk Clx-449 K O-169 X 7
7, BRVOEE x5 & L7 VIBRANTRER ClE-280 % X-1282 7 1 Tho7z) ., ZD
CRTDOR—RZZ A )b DA 1%, COPERNICUSi B, GALILEO#ER, VIBRANT#HERIZE
A ENZENORERKE T 01000, 761, 520 H £ THEFF S 72,

DME
DME/Z, BERFHEBEIZ & - THELT, KT 24 U 2 & Ei Mo 7T B O8I B i
BOBRBGIZL > THESIT bR,

KEHD2RBERIF B T - AR G- 2% -BEICBWT, —B L CAME o
SHEFHIMRAE RS (CRT. DRSSOfH) MNEIZZSNn7-.,

VIVID-PME  VISTA-PMEGER (Z W C, L—Y—FKERE L L CRBERICBIT 2 X—2 T
A VB OCRTOYEEEA L &L, AFIBECHEICH BRI DA B, AF2Q8% 57T
ENEN-1924K 183171, L—F—EERETENEN-662K 733171 Th
77, F7=, VIVID-PME  VISTA-PMERER D 1008 B 1235 1) 5 2L BT AR 2Q8% 5 TE
FH-195.8 K N91.1X 7 v | RHREETENZI-85.7KTN-83.93 7 v TR STz,

VIVID-PME  VISTA-PMEZKER |2 33UV T, DRSSO2EEPELL EDOUEEIZ DWW CEHRNCHE S -

T TCEH 24T > 7=, DRSS A = 7. VIVID-PMERER T1%73.7%. VISTA-PMEZXER 1398.3%
DEFENFMATRETH o7, 520 B2V T, DRSSHN2EEPEDL ik L7- BE OEE 13,
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AH2Q8E GHETENEN27.7 X T29.1%, XHEETENENTSKT43% TH -7, 1001
HIZBWTiX, AFRQ8KERETENEINI2.6 M V37.1%, RIREETENENL 2K N15.6%T
HoT,

VIOLET#B# X, DMERE %15 & L CARRmgZ 14 A Z &2l sl 54 2 8 M
T L DEERG DR EHUEM EFE L% 3OO0 RR LG LY A R T 5 R
Thotz, WEBROS2ZAE K ON00H B (T72bb, &502FEHKO34EH) 2B HCRTO
S LRI, AF2mgD2T&E (treat and extend$% 5-) . 2PRN (W EEFRFEES.) K TUR2Q8 (8
HEZ EOFEERS) O3 >OL VA T2HEBIFENEN21I 712, 22370 KT
188 7w 100 BIXZENZEN23I 71 -1393 7 1 RTR-15.53 7 v > L ERIRAYIC
FIRETH -7,

PM Iz S3CNV

IR 381 B ARSI A= 8 (PMIZEIT ACNV) (1, WO AN BE 2BV TH
J1EER %5 -’ét T ERJRE & focofu\é PMIZEITACNVIZ T L 7O KIZz Xk A Al
BRI ORER & U CTRIE L, MiERIZB W RO RDZENTELRE RS> TN D,
KA 2 e H L 7-MYRROREER (FEHHF 2 #IEE 5%, FEEOFRH UIHR BB bz
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X512, CNVIREEBEOFEEME LT Lz,

SR 2 M OVZE 4k
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1 X OWVIEW 2) (Z8BWT, ARAIOLZEME KR OEIMEEZTEAN L, 2,412 § ORAI#%5131,817
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PLET, £7:863% (1,139/1,81761) 275l ETh-7-, KRBT, BFEIILLTFO
45D 5 HLWTIOFEEREZT 1 : 1 1OEIE THEELIZEI 1T 5T,

1) AF2mgZ 15 H Z L CEF3EE L L, ZO%IE8HE = L ickh (KA 2Q8)
2) AF2mgZ 4 = LG (KA 2Q4)

3) AHI0.5mgZz 4l = LT E (KA 0.5Q4)

4) TR T05Smgh 4l T LItk s (T =B X<70.504).

B2 H Tt BE LS| & X & 5 BRI IEEL S T S HEDOH S 251 T 12735,
B IRRIEA) L ORI IR ERE R DRl L CE R Lz, Zo%a ., B5RHRIXIRERSE
i EOHEIC LV RETI2AME Lz,

WTNOREBRIZEBWNTH ., ARINED EEFEAMTE B 1 ZPPSEE (16 5R 3 i 5 8 Z i A g ﬁﬂ%&
EINNTBWTR2HICHR A 2R L Wiz BE 0BG L, 22T ffﬁ P“f
NR—=RA T A IS DORIME TS CFERE DS S & Lz,

VIEW1#EBR Cid, 523 HICH ) 2R L 7= BE OB 1L, AFRQSEETIS5.1% TH - 72D
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L. 7= X< 705Q4#TlI94.4% Tho7c, L7z o> T, MaBRIZIH W TR GHED
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7 =B A7 70.5Q4FET KT D IELME L DGR AR S R S 7=,

W aBR O OF S FRATRE R OFEMZ . LT ORFIZRT,

F2:652B (FEMT) KOV96 BRI HARNMEDRE ; VIEWL & N VIEW2 RER D
a7 —4% B)
BRMEDRE R AF| 2Q8D Ranibizumab 0.5Q4
AF2mg 1 HZ & (7= X~70.5mg
HgE3[E], Z D% T &) 4T &)
(N =607) (N =595)
5238 963#) 5238 9638
R—= 25 A b DL 5 R 7.6 11.2 12.3 16.5
V5% (528 B 225963 H) 42 47
R T A NS DIET N5 TR D BE 95.33%5B) 92.42% 94.42%B 91.60%
DEIE(PPSY)
FHEMA]AZO 0.9% 0.8%
(95% CI)P (-1.7,3.5)P (-2.3,3.8)P
ETDRSYFAATICLDHRN—RAF A4 UINHD 8.40 7.62 8.74 7.89
BCVAND L) ZEAV &
LSV O REM ZE(ETDRS L FH0)© (95% CI)P) -0.32 -0.25
(-1.87,1.23) (-1.98, 1.49)
R—=A T A UDBISLFLL R NE LT 30.97% 33.44% 32.44% 31.60%
BEDEIL
220 -1.5% 1.8%
(95% CI)D (-6.8,3.8) (-3.5,7.1)
A) BCVA : Ik ER )
ETDRS : ## IR P e RsiE S BT a 7 s iR
LS : ANCOVA (FE38th) 12k Vs vk 257
PPS : R5R SN 51 1 S AR AT AR
B) 52 B30T D) & MaRE L 7o kBB OEIES DI PPSTENT, Z LA DT 124 T He R FRAT Xt
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D) ERGTRE AW CE I L2 E#E X
E) K (1p HZLIC1mE, dEsEEE) %
) EEXHE O TRIED-10% %22 556, ARDTZ =X TICHT DIFEMEEZRLTND,
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(letters)

Mean Change in Visual Acuity

0@ 1 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 1 1 1 ] 1 1 J

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

Weeks
—a—EYLEA 2 mg Q8 weeks* —g—Ranibizumab 0.5 mg Q4 weeks*

B 1: =T A 5 96 0B £ TOHRSOFHEE ;
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7~
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BRIV T R GHE THEICNVIR A I O 03780 b7z,

Z kB N OV R BR DO ST IZ B 1 5. & T Ol nfREZR2 A ZIWED B 7 7 )V — T i bk 5
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4% ltreatand extend| &5 L A 2 HAWT, %k & oM 23046 L 7-,
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1) 20 EhE C# 5 [EINE & JRHE 9 D treat and extend & 5- L A U RE (20 [EIFREERE) SL32)
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RE ST,
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FRAPMET L TCWARWEFOEE KOV 72 EHISLTFOMNNEEL T\ 5 BEDOE|
GThHoT,

QLHakwf‘4Lﬁﬁ%ﬁ®ﬁﬁim—z74/qﬂm4i%%MLt (2R L. 23[R
FBETR— 2 T 1 > L 0 P TI.0LFHIN LT, [CFICE T HLSEEL (95%(ZHIK
%)(MmssmANawai%uLﬁﬁ#ﬁTwa@w$%@ﬁ':iZHWT%U
LCWe, QM FHEERET96.7%., 4B MFHHERET95.9%) 521 H T15305-LL Rl L7z i

HOFEEIL, 2EMMERET32.5% TH Y . 4EMFIHERET309% Th o7z, &5 HEEZ 121

PURICHER: U 7= B OBIA 13 2B FERE T423% Th ) AR RITERET49.6% Th o 7=,
HS, 4TRMFHREEE T40.7% D BE DM 5 IME % 168 £ TRER Lo, 520 H % CORKEDE
fp, 20 f & O RFRRERE C. 2 E456.8% K& (N57.8% D BFE DR DF 5 % TO# 5 HIE
DIEMLL ETH -7,

AR B2\ T, AMEIL961E H D e A&l £ CHRERMER? S 41, 11808 O 15132 M
TEERE TR — 2T A B T.63CFHIN, B BIFRRERE T CF M Th o 7=, & EMIFEZE 12
WAHLL BIZRER L7 B 0BG, 2B MFRERET56.9% ThH Y . 4HEFFTHEERE T60.2% Th
572, 961 H £ TORKEREHRE, 20 & Q4 IR N F N 064.9% K T61.2% D EE
T, ROEEF TORBEA12ERLLETH -7z, FE22ERIZHWT, 208 K& 04 [
FED T G- E L EN3.6[8] . O3.7181 TH - 7=, 2 M O KRG 2B 1) 5 k5
[[1%0310.4[5 T - 7=,

RE NEFIZHONWT O T 1 7 7 4 UL, VIEW 1588k & VIEW 235 CHIZE S ni- 228
PRI Tz,

ARIESFBRIE, RIGEOB HHAMDEF 269614 x5 & Lz, 1048, ZhaaxdtFE, HEER
b, FEdERL, ISR TH D, AF2mga 15 HiZ1al, #Hge3mEg L, £ 08 %I
1A 5 U 7= 7 <& G- [ME 2 99 S treat-and-extend % 5- L 27 A 0 O NE K OV 204

Z, AAR2mgZz 1M (1» HIZ1E]L @G3R G£IC8HEM Z L o ERE) &5 LI

B 5-[60E % ¥ Dtreat-and-extend % 5- L O A L L HER L. A OB E I D IEL M AR
fifi L 7=,

ARIESEBR CTld. 1EBREATERTI OHIWTC L 0 SHEFBI RS O CoO L2 VB L LI-HED
BB IO T HIRBIIZEIM L 72, 26961 F 6205123, 83 ff] A D [ b T D% 5- % 75k I ft
WZ1EICL BB e U, MEB B TR A ke L. TRBRE TR O i O R HIBNS X 0 i
HTH4lff & LR CREZZ 00, BERGRBZEETHZ LN TE 7, SHHMH
Al O FEIR T O ¥ G- 23 LB &I L7212 O & 5-RIfR I, 6. LEM CTh -7, 104 B 1Tk
HémwMisﬁﬁ$ﬁ®ﬁ%f®&5%ﬁ%%m¢ Z1EPA BB L LA TE 9 T
W L 0IKL, RBRIE THHCBIT 5= T 1 x5 OBCVAD I Bl3+2.3+15.6
i%f@ot@&EW%%%<Lh%%@%s%fﬁﬁﬂﬁﬁéﬁww6i%$%@ﬁ9)

19.4% TI153CFLL LD A b7z, 8 A OFIIR Tt G- 2 1EILL EgE & L7 B

B REEMNT 07 7 A WL, VIEW 1EER K OWVIEW 28Rk D2 a7 — 2 LAl LT,
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CRVOIZ1F 5 BB ZHE

CRVOIZ{E 5 BB E A k5 L L2 DEEL ., Siiakdtm ., —EiEH. At
FEERER (COPERNICUS} O"GALILEO) (28T, AHF|OZ4M: M O #h M % 7 Eh, 358
B ORABE5132176)) D35 K OFEIWEOFH 2% 1) 72, BE OFERIZ22m 0 H895%,
#)64nk T -7z, CRVORBRIZISW T, ARABIZIEIER TN AT S 7B 0KI152%
(112/21761) 7365i%Lh L. £7-%918% (38/217) N7kl L TH - 7=,

BRBRICBWT, BEII3  20FIA TARRMmgE 1 » H Z L Ic&RET 28 (2Q4) U414
iy A Z LG T HRECIEESICEI D T o (WREE bEr6RIS) |

1y A Z & ofeh zEien s F 7% FrllCBE SN TV D G IREL G- LT BE O
WCARKNO$ G- 51T > 7253, GALILEOD X HREECTIX52i H & THl X it XA 1EH O R 513 1Th
ATz CoHRREE—XTHRRE) o 520 H DRI, FRNCHE SN &R 5L - LI2BH 0L
THRARKN OG- %5 1F 1=,

T RRER DA 2 D FEEFIIE B 1L, 2418 B2 17 5BCVARN— AT A L L g L TI5 30T
VI ESGELT-EBEOEIS & LT,

F 7= ER OFIMEDOREIREEHEE E L 24 HICBIT 5 RX—2 T4 UL ORNE(LELE L
776

WTHORBRIZIBNT S, ORI ZED D AKI O FR BB R Sz, #5375 A
BICHR NGB IR RICE L., TD%6» H B £ THAKOCCRTIXELE L=, AFIOKEHIA
BEITS2EE £ CTHEFF SN,

W BR O OF S TR R OFEMZ . LT ORFIZRT,
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F3:24E, 52, KON76/100 # HIZH T 2 H MRS (COPERNICUS J2 O GALILEO 3&%%)  (FAS, LOCF?)
HMEDHE T COPERNICUS GALILEO
24 18 52 100 24 52 76
Control Eylea Control® Eylea Control ®F) | Eylea™ Control Eylea Control Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=73) |(N=114) | N=73) | (N=114) | (N=73) | (N=114) | (N=68) | (N=103) | (N=68) |(N=103) | (N=68) | (N=103)
N=RT A UNBR 15
T bsE L BEOE 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
/El\
LA ‘FE%‘?;Z)M?OO 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
glgﬁ@ﬁﬁ@ﬁ% wE(95% (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0,42.7) (13.3,42.6)
I
p fiE p <0.0001 p = 0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
ETDRSOXF A a7z k
5NE;§; ‘/ﬁ%c@ -4.0 17.3 3.8 16.2 1.5 13.0 3.3 18.0 3.8 16.9 6.2 13.7
18.0 12.8 17.1 17.4 17.7 17.7 14.1 12.2 18.1 14.8 17.7 17.8
BCVACTEE (5 (SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.8) (17.7) (17.8)
LSPSEH DB A C 21.7 12.7 11.8 14.7 13.2 7.6
D.E) (95% CI) (17.4,26.0) (7.7,17.7) (6.7,17.0) (10.8, 18.7) (8.2,18.2) (2.1,13.1)
pfE p <0.0001 p <0.0001 p<0.0001 p <0.0001 p <0.0001 p=0.0070

A)
B)

<)

D)

E)
F)

G)

RERZ2I3AA] 2 mg Q4 BE— X HREE L 975,
RERMIZE R OMEHEIXRE (CD) 1% #I (COPERNICUS TITK[E vs Z DOffittisi, GALILEO TIXEUvs 7T NY 7 4 v 7)) FHOIR—RAF A IZEITF5H BCVA #T 2 U — (>20/200 K TN=20/200) /@& L.
Cochran-Mantel-Haenszel (CMH) HID&E A% VW THE L

BCVA: fifif&IEMR /)

ETDRS: i R i5ie e 1A e sk i
LOCF: fofélZfElc L D ffiseik

SD: 1R

LS: ANCOVA (G5 #otr) Ik v b=/ "R

LS (R/h3%) “FEIEOREE 2L OMEHEXE (CD 1%, #5548, H#ilk (COPERNICUS : K[EH vs. ZOffitllk, GALILEO : EUvs. 77 « NV 7 4 v 7)) ROWR—RAF A4 BCVA A7 2V — (>20200 LT <

20/200) % [EEZNE L Lz ANCOVA EF/MIzHS<,

COPERNICUS #ERICH W T, ML 24~52 B B ICAKIO PRN 5% 4 T LI%IT 5 2 En Tz, K4 BI L L LT,
COPERNICUS FRERIZ I T, kf B B ORI 2mg BEIE 52~96 18 HICAA O PRN 5.4 4 Z L2525 2 L3 T& 7z, 1238 (Quarterly) Z & OREEAMAH L T2 0NLEITIG U T4 I L ORBEH FRETH -

7

GALILEO #RBRIZI\N T, 52~68 il H ORI BEE - AFH 2mg BE L HITARAIO PRN #H %2 8l L1022 2 L3 T&, 8l T L kP a mHE Lz,
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2: 76/100 # B 2B T HIRERER DR —RA T A B ORI 28{kE (COPERNICUS M
TN GALILEO #&%#)  (FAS)

16/29



GALILEORBRIZBW T, N—RA T A VEEOIEEMAICRVOEE OEIA I, Kﬁ#f%4%
(89MF]) . PATESTEETT9.4% (54f) T »7-, 24 H Tid. AHIEETIL.8% (89) .
Aﬁf%ﬁ%(ﬁ@)T%oto#ﬁm%%i%ﬁﬁifﬁﬁéﬂ\ﬁﬁﬁf%ﬁ%(%
). (AIEETEET84.0% (426) Tdh o7z,

COPERNICUSERERIZ IV T, N—R T A VEFEOIEE MBCRVOEE OEIG L, AFIEET
67.5% (T7H) . (AIEERET68.5% (50f1) ToHh-7-, 24 H TlE. AHKIHET87.4% (9041)) .
ISR T58.6% (3461) Th-o7-, FEEMAIRAEIL100ME B £ THEFF S L. AKIFETT6.8%
(76651) . ATEFHETT8% (3961) Th o7z, (AEFEEOEE 13240 B UK, AFIHE W]
E L7,

N—R T A CHEMA L IEEIM Y & O BESER ORI W T A RHEEE IS5 2 AR #
HOHFERMIIEDL Lo Tz, £RBRICB T MR RE7e Y 7 7 v—7" (i, MR, A
%\N—X?4Vﬁﬁ\aw0®%%%%)@%m%%m\é%ﬂmxﬁé%ﬁ%%kwm
— L7,

GALILEO X ()COPERNICUSFRER O OF St — # Tlid, FRIZER SN H 2 MEORIKTY
FHTE B Td HNEI VFQ-25128 W\ T, AFNZ K D= T A Ml b OERRCH B A
bR ENTZ, THOBLEBEOKRE ST, T TICARE SN TV HRERRSE L [FE T, BCVA
BT D ISCFHENMCKIST 5 b D ThHh -7,

BRVOIZ1¥ 5 A1 ZHE

*@ﬁﬁﬁ%%%ﬁ(m&@)%aUMWO;ﬁ5§%@E$%%ﬁ%kLtﬂﬁﬁm
MaRk LR, EMEHT, FEHETHEER (VIBRANT) (28T, Kﬁ@iéé&@ﬁﬂi%&
ﬁbtoﬁﬁﬁvﬁ%i@%ﬁ%%itf%ﬂm@(ﬁﬁ&%imm)f%oto B D
FEENT4A2m% 0 D94R% . 65 Tdh o 72, BRVORBR Tl. AFIREICEIEA BN Sz B
DHI58% (53/9141]) A365m% LA L, B%(ﬂmﬁDﬁﬁﬁ%if%oto$ﬁ$K%WT\
BEITL  10EIE TAARMmg & 48 Z Lol 5% . AF2mgk 8 = &5TéﬁXiN
— AT A VRIS L — Y — AT 2 & 5T A8 (L—Y— %%ﬁ) THEVEZZEI D T
Sivlz, L—W—{REEED B X, 12i8 H 2> HIBINAR O HEBE L — Y —tkE lﬁ(v—%—
DLV AF 2 —{¥) #2152 kﬂf% BEMRIIDR< E b REME SN, LAF=
—HEIZEELTZGE. 24BN AF2mgZ 4l Z L1238, ZO%IF8E T L IckE S
i,

KB OFRNMEDO FEFHIE B (X, 248 BBV T, BCVALFE TR—AT 1 115
FL EOHNGENALNIZBEOEIETH Y 24 B OFEIEIL L — P — 185 & ik
L CARAIB G T2 R LT,

AR DA ZYMEO IR EEARTE H 132248 B (281 2BCVASLFELDR— R T A b DAL,
BETHY ., L—V—J5 L i U CRAR GO EH A R EEE N RSN, $72. 85
WEITABET, HE3» ABICRKNICEL., tGEIX12y A F TR SN,

L— W —{RERED6THI 24 HIZ L A ¥ o —{hE & U TARARmg 525217, #17/71324~52
I EIZHB W TSR Rl LT,
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VIBRANTRRER G R OFEM 2. LT DOXFRIZRT,

% 4 : VIBRANT BRBRIZII1T 5 24 3 H OV 52 B OARIEDOHREE (FAS, LOCF)

HaEORER VIBRANT
24 52 ¥
Eylea 2mg Q4 Active Control Eylea 2mg Q8 Active Control
(N=91) (laser) (N = 91)» (laser)/Eylea
(N = 90) 2mg®
(N =90)
R—=ZF A b 15 52.7% 26.7% 57.1% 41.1%
SCFLL EEEA L 72 B
B OEIA (%)
o ¢ B %
i?ﬂf’a@ﬁ}ﬁf‘%%? 926.6% 16.2%
(%) (2.0, 30.5)
(95% CI) (13.0, 40.1) p=0.0296
p & p=0.0003
ETDRS # h#ic & 170 6.9 17.1 12.2 (11.9)
DR—ATA UMD ’ (12.9) (13.1)
® BCVA ¥ b & (11.9)
(FEHER 22)
/N RS D 10.5 5.2
BER3E AO (7.1, 14.0) (1.7,8.7)
(95% CI) p<0.0001 p=0.0035F
p &
A) eI, AREERE— SRS (L—Y—F) |
B) FERIZE L OB (CD % #ilk Bk vs BAR) BRUOWR—R T 4 IZBIF5BCVAL T I —
(>20/200 1*=20/200) %) & L. Cochran-Mantel-Haenszel (CMH) %D 8 %% W CHH
© LS (B/h3R) FHEOREMZER EEXE (CD 1E. &5/, il dk vs BAR) RO—

24 BCVALT 2 Y — (>20200% T <20/200) ZEEREL L, N—RAF A1 BCVAZ L
L L7ZANCOVAE T /LT HDL,
D) AFNBEHREOWBRE TIX, 4B EFTHET LT E L, ZO%48EB £ T8l T &z 5 LT,

B L —F—IBEREOWERE Tl 24BRICV A% 2 —RIEICEH LZ5E.

ZS

Flakb4 o LR

T&7, L——{REROFH6THIN24BEIZ LV AX o —iREEZ =, HEOHE - HAETIEAR
Al2mgZ 4l = 223G L, £ O®RIT8E T LIk E L,

b 4 H EopfE
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3: VIBRANT &BRIZ351F % 52 # H @ ETDRS fR 1R K D= T A )5 D BCVA 3%
l=+

R—=2 T A VIFIZEBT D ARG O L — Y —IREREOIEE MR EBFT OEIGIZTENEh
60% M 168% TdH > 7=, 241 H TIlIZNTI80% % 1V67% T - 1=, AAIFKGEEDHRE TIX
5200 B £ CIEEMARAE A HERF L7224 B b D L A% 2 — A B L ZBED L —F —
TBRBEOBE B VT, FERIMBEE OFIEIT528 H £ TIZ78% (8N L=,

DME ##

DMERBE ZxtR & L2 o0 MIEA(L, ShiskitFE, —mEilEwk, o RaBR (VIVIDPME
K OWVISTAPME) (26T, ARFIO LR R O M2 5540 L7z, 35 KO 2o FEm %
AT T B 1X8621 T, STOBIMAFIZ G RHEZE 0 H) iz, BE OFEEIT23~875%, Y
63k Cdr o7z, DMERER Tl ARAIFEICHEAE LRI ST BE DKI47% (268/57661) 7365
ik Lh L 9% (52/576%1) 2375 LL T o 7o, miakER D B O KRSEII2BNERFE CTh - 7=,
HERBRICBNT, BEIILLTO3OOHEGHEC] - 1 1O TEEZIZE 1T 6z,
DAAKRmMgZ 15 A Z Ll kesmE S L, ZO%II8H L iz#& 5 (Eylea 2Q8)
D)ARFKI2mgE4 L I12#E (Eylea 2Q4)

3)ERBE L — Y — S EREIN A4 i (SEFE kT HEAE)

2438 H LAKR I, AR GRETBINERO KM A B LS, L — —FIRR I L
— IR AT o 7o, ARREHTBNINAIR O EMEICE VAR 52T - 72,

HWMEO EEFHRE B X, S2BEBICBIT D REBIERITOR—RAF 4 onbOE{bfEE L,
2Q4 K ORQ8REII R REE & LE N THEFFEMIICHE TH V , BEEPEN R ST, AF%MEIX100
B HE CHEFFS LT,
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VIVIDPME K ONISTAPME D FEAM 72 fEAT ik B 2 LA F O F R,

%5 VIVID™ R ON VISTAME ZRBRIC 1T 2 52 KON 100 ¥ H OA LRSS (LOCF B X D @ e KOMEHT R4 )

B OREF VIVIDDME VISTADME
52 i 100 4 52 1 100 4
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
2mg Q84 [2mg Q4 Control [2 mg Q84 |2 mg Q4 Control [2mgQ84 [2mgQ4 Control [2 mg Q84 |2 mg Q4 Control
(N =135) (N =136) (laser) (N=135) |(N=136) (laser) (N =151) (N =154) (laser) (N=151) | (N=154) (laser)
(N =132 (N =132 (N = 154) (N = 154)
ETDRSEfR /15|
EoR AT 9.4 11.4 0.7 1.1 1.5 0.9
75 » BCVA 10.7 10.5 1.2 . . . 10.7 12.5 0.2 . . .
A h
/N R DRt
B2 B.C.E 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
(97.5% CI) (6.3,11.8) | (6.5,12.0) (5:2,11.3) | (7.6,13.8) (7.7,13.2) | (9.4, 15.0) (7.0,133) | (7.1,14.2)
N—ATA D
15 SCFLL EHEIN | 339% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
L 7o B o EIS
AT & B A
DCE ’ 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
(97.5% CI) (13.5, 34.9) | (12.6, 33.9) (8.0,29.9) | (14.8,37.5) (13.5, 33.1) | (24.1, 44.4) (9.6,30.6) | (15.1,36.6)
A BAIOSENFAEE Z L D5
B) N—RA T A VBCVAA T 24258 HERA2 TR L L7ZANCOVAT T /S F/h “TEH K OCL, S 5 IZVIVIDPMEGII it (RIN/4—2% 5 Y Tvs. AAR) ZERE L
T, FEFVISTAPMETILOFFIZE R OV (IE) e ORBEEREA K & L TET VIZE DI,
o FEM 22 AR B 58 — < PR (L—W %)
D) VIVIDPMECx sk (BRMN/A—A N F U 7vs. HAR) ZJ@& LT, F72VISTAPMETIIOAFRZE X34~ OREEE % J & L CCochran-Mantel-Haenszel % 0O 8 7 & FIVNCHAHE L 7=

B L . £ 0OCL

BCVA : k@i IERL )
ETDRS : 45 /R Ipi HENAE 75 ia e sk
LOCEF : Last Observation Carried Forward (f¢#&7 —# 12 X A458) LS : ANCOVA (FL458054T) 1k v S/ Y CL: (FHEXM

E)
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4: 100 # HIZHF 5 ETDRS #LAHEIZ L B_—RZ T A L5 D BCVA S Z8{p & (VIVIDME
K OVISTAM 3A8R)  (FAS)

KRR K OB O OFEMATIC B T 5. 2T OB R REZ2 WD Y7 7 0 — T ik F
(EEHm, PERI, AR, X—ZF A L DHbAlc, X—RA T A D I1, HFIVEGFDEIER 2 )

1. EHEERTELNTE R MR — L1,

VIVIDPME J INVISTAPMEERER (2 35U\ T, 4124136 (9%) KL TM97 (43%) BIAHLVEGFDHIA

WA 2T TRY ., ARAIBGBLAE T3 AL EOREIM 257 7=, HIVEGFORITEH %

AT - BB SR BRI AT RE AR M E DY T T — TR RE %, HIVEGFDRIRR 2%

TWRWEFE & FRIEEORE R R STz,

FERIAS AR & HWT L7-356 . MIRICIEEX R E R DB E AT 5 BEIXHIVEGFDIGEE 2%
THZ L L LT-, VISTAPMEEER|ICI\ T, 1000 H £ TAFIFET217 (70.7%) FIH W IRE 5
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Z50F, VIVIDPMERERIZ I T, AFIFETIT (35.8%) BIIRERRIRIZAIDOHIVEGFDIR
BEZ T2,

N7 U7z ikt ikBh (DRCR.net Protocol T) Tld. B 72OCT K ORI X 5 Fk 5-HLvE
WCESLEG LA UL, 2B OT 7 U~ bt 7 MEERE (22441) (2B T,
BFIIARL Y AN L D85 2149 2[RI1521F . VIVIDPME K IWVISTAPMEEER T D A A2Q84%
HRE L ARO[ & 720 . £7-Protocol TTDT 7 U ~bt 7 MR GEEOEMRNA 2
ILVIVIDPME Jz TRVISTAPMEE R D AAK2Q84% 5-8F &[R4 & 72 > 7=, Protocol TTIEN—R T A
VN B1SSCF LA E DRI DO EIN T B T242% D BE T3 3 LT OWRENRD bz,
REOEEOLeMET a7 7 A4V (ATEZ S Tr) I[LVIVIDPMERL TNVISTAPMEEER L A4k CTH
<77,

VIOLETARER (%, DMEFRE &2 k5 & L CAK2mgZ 15 A Z &2 1R, #fEs a5 IC S = &
DREERGZ D7 &b UFEEM LTk, 320D LI A 2B 5, 1000, 2t
AL, EEA L, FERR, EESHRRBR TH o7, AF2mgDtreat-and-extend L P A

(2T&E : ¥ 5-ER 2 ST UL L CHERF L, FRR L O RE AR RIS & thx MR %
FER L C#%5) JOPRNL-S A > (2PRN @ 43 = & OEIZRHE . FRIE M OTERE LA 1 B B
SELBESECTERE) ZnEh iz BEL VA v (208 : & 5MiRZ8HM Z & O FEE#H5)
E U, 2T&ERE M O2PRNEE D 2Q8FEIZ %9~ 2 FEL PRI W THG-24F B L U84 B £ TR
L7,

FHEEMIER GEBIZBIT A= T 4 b OBCVAO L&) 1. 2TRERETO. 5+6. 7
TR OPRNEETCL. 76, 83CFTH V. 208FED0. 416, TSXTFITHT B a2 7 L PEN
RO LN (WTHOkKRTHp<0.0001, FEHME~—T 0 4305) . 1008 HIZBIT 5 ~—
ATA DB OBCVADZEA &L, b2 H OfER E —E LTz 2TRERED-0. 1 +9. 1 LT K
T2PRNEED 1. 89, 0F-Z %) L, 2Q8FE T130. 416. 7305, 1000 H £ TONFH G A%, 208
R, 2T&ERE K O2PRNEED 7 F 40 C12. 3[5], 10. 0[] L OM 1. 5[ATdh - 7=,

IRE OO0 7 7 4 X, VIVIDR OWVISTARE: & FEETH - 77,
2TREREIZ I 1T 5 B 5-MIBR O IE F K OVEARNE 13, TRBRELEM OB T E S iz, Hakailk
ICBW TR SN ERREIZ2EB CH - 7,

PMIZF517 SCNVEE

KIGEDOPMIZEIT HCNVEETHT U7 NBEEZxG & LI BIEA, ZhisdtF, &
W, BIEFEREBRICIS W T, AFORZEME R OFIMERSRE Sz, RIBIOBENE
hPE DRI 2 52T 72 (RFIEG139061) . B OFEIT27m0° 83k, IS8 Th o7,
PMIZHEIT HCNVRERIZI W T, AFIBRICIE/EL S 1 SN - BE DFI36% (33/9141) 23
65 LA B F£728910% (9/9161) 2375 LA ECTH 7=,

BAE L. AF2mgZ B RN BG4 5 BE U IMATES 2 1B 54 223 10EIGTE Y
(T B AL R B DR £ 73RN S35 E . FEIGEH 2 M3 52408 B £ T,
15 A Z L RIOEMEE A5 5 2 LN TE=, 240 B S ATEFESECE Y (1 S
TRFIIABNBE G 2 BMET D 2 LR TE T, ZO% EEOFR ETLITHEIAONTHA.
MR L BB G455 2 LR TE T,

FTOREMZENS, NR—=AT A4 L LU C24H CHEFEEH (BCVAOLE{LE) M OH

IO RRFERIRIRGEEE H (BCVASLFEL TR— R T A B 15T ORIk EN 72 5
N7-BEOEE) IZB W TARBIRE TR Z2E8BIME) VR S iz, WaFME B (2881 DR
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HEZIT48E B £ THERF S 7=,
MYRRORGRER DEMTAE R OFEM %2 . LT DOKFRIZRT,

7% 6 : MYRROR FRBRICEIT 2 24 HH (FEMEHT) KOV 48 3 H OF I MEDRER (LOCF 3£
% R ORRNTRERAE V)

Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/ Eylea
(N=90) (N =31) (N=90) 2mg (N =31)
ETDRSIZ L 5 X—2F
 » 7B OBCVA PO 12.1 2.0 13.5 3.9
I (8.3) 9.7 (8.8) (14.3)
LSH DRE 0. D, 14.1 9.5
B) (95% CI) (10.8,17.4) (5.4, 13.7)
NR—=2AF A 0NBH153L
FULLRINL 72 BE O 38.9% 9.7% 50.0% 29.0%
A (%)
T b & R 2EDP 29.2% 21.0%
(95% CI) (14.4,44.0) (1.9, 40.1)

A LOCF: fféBlaaiic X o tliseik

B BCVA: HiEGIER
ETDRS: SR 5 aIsiE R R a5
SD: ¥R £

O LS 3E¥): ANCOVA (FE43Bmtn) 12X v Aoz

D CL fFHEXM

BLS (B/h3) FHEOBEMZR O CLIL, B58. (EFE) ZEEHFEL L, X—2F A BCVA Z L& L
L 7= ANCOVA EF /LI HSL,

P OEREE N 9S%IEEXME (CD 1% (HE#8E) #J8& L. Cochran-Mantel-Haenszel (CMH) #R7&E & FAVTHEH,
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MYRROR

151~
+13.5
2
E
(¥
< 10
L
2
>%v
C
=& 5
%’,g +3.9
&
S 32 36 40 44 4
C Ot L L L L J
[4>]
Q
=
-5

——EYLEA 2mg —@— Control Group
] 5: MYRROR #BRIZH51) D ARKIFGREDR— R T A )5 48 T H £ TOMRT) O ZE L&
(LOCF {EIZ K % T RO RIS EE)

INRAER
BN ES LT (EMA) 1%, BHAAMD, CRVO, BRVO, DMEX O'PMIZHEIT ACNVIZE
5 2/ NERY RN DWW T, ARFNC T 5 R BRE R O H 2 R LT,

5.2 IRWEhRE RO RHE

AFNL, WFE~NEERET L2 LIk, IRICBWTRITICERT %,

W 53 AR

77 VLt ML, EIENICER G, IR DRI S TEFEERICBIT L, &8
PEER ML CIETICVEGF & fEA LT RNIEECTRE LI-EAIRE LTINS, NEME
VEGF LGS MM ReZ2 D% NEEERL T 7V Lt 7 ) OHRTH D,

YRR OV T A X T 1 (66]) (TR W TEE 2 R L= & 2 A, R T~
Vbt 7 b OfmMEFIRE (RS MCra) 1FE<, 2mgZ i AN G#%1H B2 530
H ONEIMEITH90.02ug/mL (0~0.054ug/mL) Th o7, E-EHUHMZICIE, FEAED
BENCHEHER T 7 ) vt 7 M3 SR o7, 77 ULt 7 MI4E I LIS TR
ARG LTH, MERICERITRD bR o7,

WEBERL T 7 U~ Lt 7 b O fg ) A R OSELEIL, BT T L CORE DVEGFDAY)
T A 50% PR ET 5 OISR B DR L Z1/50~1/500Td 5, HEHEFRLT 7 )~ Lt~ k
DI PR DK 0pg/mLIZ BT 5 & MR LD RS BT IRE K pg/mLLL FIZ T
NG ETCITR S T2, BE O RNIZ2mgZ &5 L 7= REOFEHERL 7 7 ) ~)Lt 7k Ok
E AR R 1, T A\ DR RER TORE OVEGFD i KAEHHE S I EL R T 7 ) ~ bt
7R OWRE (291ugmL) DUVI00AGM TH L EHERSILD, Lizddi-> T, EE ke X ek
(CER B S KT T AREME IRV B2 B D,
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B AMD H#5 & [FEEIC, CRVO, BRVO, DME K UNPM ICEIT 5 CNV BEZX %L L
TeIEMENREY 7 2 27 4 ITB W T H MR T 7 U ~LE 7 b D Chax DFEEIEI 0.03
~0.05ug/mL, ABMEIX 14pg/mL LT CTH -7, Ok OIMEHERER Y 7 V)~ Lt ki
FEIE, &5 1A% E CIORBERAMEMTE TR T L, 85 4 BE% OREEERSED 234
BNZ BN TE IR FVEARTE & oo 70,

NIEFS
AKENITZA BB % TR & T AR TH D720, RFEEERITIT - Ty,
WL T 7 U~ Lt 7 MEAVEGF E A L, ZE CREMEOEGEREZ KT 5, OB K

VN L RIREIC R R ONEATL T 7 )~ MR TR S ¥ oY HEESRT A
BAWERIZEvRESRLEEZ NS,

TP RE R B
RS AT LT A Y =TT DRl BR T T o 2R o T2,

VIEW 2&BR D BE D 9 H40% D ERERER S (BEE24%, HPEE15%, BEE1%) 28 LT
Tme TN HARBE IR BNEMAT 21T 72 & 2 A, 40 XII8H Z & IR RN 5%
1T =% DO MEP R EICEITZRD D)o T,

CRVO%Z XI5 & L7=GALILEO# Bk, DME % %5¢ & L 72 VIVIDPMEEER | } O'PMIZ 1T HCNV
XI5 & LI-MYRROREBRIZEB W T, RO ENREINT-,

5.3 HIERIRERMET—4

FEREARABRIC B W T, HIERGIC L 2 FEITIEFRBEOBREICORBE IR, Z OO
IR EIT AR T EARZM A ERARE LT-BOE NORKIBERELZ XL ERS B X
HILDH T D, BRMEH E OBHEMITIZFE A LN LR I LT,

77V T DR ENEE L VICBW T, B hORKIBEFEEE ERl> TREiRE
L7 ac, S ERZ OO ARG N RO bV, EEER T 7 )~ ve 7 o4
FgRFERIL, B MI2mgZ i FANE G- L7258 O Cra X FAUC D Z 11E 11120015 2 TV700
fFICHY Lz, EEEERE (PLi205mg/lR) TORHEREEREIL, Coa FAUCTZENZE
N4 K ONS56f5 T - 7=,

77Vt T S OB RFE UG IOV T ORBRIIATHOIL TR,

iR X2 HNTT 7 U~k 7 RN S (3~60mg/kg) & OB T #%5- (0.1~1mg/kg)
L7oiE « JRIERARRBRICEB W T, IR < BRIR~DFE KT D ENRD bz, RE o
BHEEITENEN3mg/kek Nmghkg TH -7, I8 - JRIROFHE IR 5 BEEEITRD &
e nodz, 01mgkgs F NG, WERERLT 7 U~ Lt 7 N OLHRFE I, b MI2mg
RN L7256 O Cra X CAUCD Z NZE I TG K OFI0f5 TdH - 72,

Pz HT-6 5 ARERIRNE G3RBRO—HE LT, 77 U ~& 7 | %3mg/kg~30mg/kg
OB TG Uiz & & OMEREATARE X 2 8% 31l U7, MEDO SR LT > L
IV OZEAIZ B U 7= M8 A 8% 0 A BARNA, HE D RS- HE I O 1B D 28 b 3 2 H & TR
D HiT, 3mgkgh FRNIE G LTz & S ICBIR SNERR Y 7 U ~ vtk 7 s O igE
I, B MI2mgZ i TR G L7258 O Crax2 CAUC D 2 FLE 11949001 & TN 5001 T
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bolz, BT T NTHHETH o7,

6. FEANZ OV T ORI B IR

6.1 #AY A K

RY Y _— 120 (E432)

U UBETKFET R U T A—KF (pHAEEEH)
U Ug—k#ET R U T ALK (pHFHEEFA)
=¥ [l VAN

R B b

FES 7K

6.2 BlAEEEE

2
A PEABRIIIT O TV ARWTz), A ZMOERR LRE LRV L,

6.3 AR
24F

6.4 RAFRFDEE

WIE CIRIFT D Z &, (2°C to 8°C).
WS BT D Z b

DT DAFEIANT-EERAFETDH &,

NA TN REEOE EEE Q5°CUT) TRFTE 2728, 240FHZ 8 2 7220 &9 ITfEH]
T5HT &,
NATOVBRERIT, BERERMT TRIEZ TS 2L,

6.5 ResOME MK OHNE
1B YE, RS RE I (2T A h~v—3 L) F&Type-147 7 ABNA T
JVRETNMBG T o IV Z —AF X ELIG S, 134 7LV OFEA &1%0. 1mLLL |,

6.6 AL/ Bk EORE
NRATIVELIE (FH) OHROFERETLHZ &,

1A T AT, ARFOHESER ETH H2mg (EHHKR E L T0.05mL) %X A& FRIHS
NTW5D, REEEEIL, ERANCERET L2 &,

BHAN BRI X DR ATV, B - PohL - RO OUT) BEDAIBLOZEARO B D
Ya. N TNVERETDHI L,

7 4V E — 1 RIS

BD 77 b7 4 — (7 4v) =— Fv (BIKEH) 24,
=R 7 L—TWE LN &,

FERSEERERRIE P (HBIEZENEE L COWAGEAIIEA LN &,
RGBT E LD ¥ — S A a T F—CFEET A L,

TEE - B RYE K N O OEER HBEICELBITNARH 5,

WA ANEEIZIX, 30Gx 124 »FOENZHERTH Z &,
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1 7%
1. TITAF IO F Y v T EIY, NAT

DI LFEOIMAEHEET D,
\
¥
2. FIZIRMR & Tz 7 4 v & —fF Bt
(18G. 5 X 7 B )& S 7= ImL /LT — o
a7 IR T B,
» o /

3. BRI Z A T D I SRR, $HED A TV OESUTIEORICAE < £ TE
LiAge,

4. EFHPEAEIZXZD ., A TAHFORERKE
TaEY Y PIEWs3 %, 23 T IVILIESL
S, ERIZERAEWGI LT WE D ICH
TIT 5, U U PIZZELABALRNE D
T B0, A TAERET-EF, Bk
B D St O W A3 H 12 HIR IR B KRR T
5952 &,

Needle Bevel
Pointing Down

Solution

27129



FHGHIEE R B2V E 5, 7T Vv —ny Fatancdl<,

RS2 AL, YR ITIE TR 5.
R BRIEEHIE ARG L2 &,

MEFAEEIC LD 30Gx 124 > F (F912.7
IY) OEHEELT -y s Y Y0 o
EESlZiA Lo T Lo LHET 5,

ERE O e Eicmir CRb, Uy
WNOXIEDH BE2HERT 5, KILPEH 5
NEBEAITIE, V) o PR TR &
RiaZ LigE TREISE D,

AL ARIEE AT A7, TV — DN U VD 0.05mL OIERRIZ
WEETHHL D ETT Vv —2 1,
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Solution after
. . expelling air bubbles
Dosing Line and excess drug
for 0.05 ml

Flat
Plunger

-

10.  ANATWT 1 EIOADOFEHET L L, 1 3 T OO OFERIL, 5L NZED
BORBPRED Y A7 b,
fEH U720 T2 380 e OVR B 72 &R 1, 230 Hlsk o JL | B0t - THEIET 5
e,

7. TKERLRFEE
Bayer AG
51368 Leverkusen
Germany

8. TKWEH
EU/1/12/797/002

9. WEIAFEA /AR FEHH
WIEIA&AZEH ;- 20124E11 H22H
BBTAGRE R A - 201747 H 130

10. T XA hkETA

ARESHKLICEAT 53ROV TIL, UL FD EMA @ HP IZ## & TV 5, http://www.ema.europa.eu.
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Aflibercept
40 mg / mL solution for injection
Version .

For information only
<ltalic text in brackets is explanatory only.>

<Section numbering is optional.>
<If a statement is valid for one indication only,
this indication is indicated prior to the respective section header.
If no indication is mentioned, the chapter is relevant for all
indications.>

2~15EITI AR D= DEWE

*) Also marketed under the following national trade names: Eylia, Wetlia



1.7 [FAIFERZhin—Fa %k

Bayer Yakuhin, Ltd. Page 1 of 1
1.7 RERSA—E

REEREIE 2R » IR & L TRRB SN TV L T = A~ 7 (BIn I R) & RIFEREZ)
ELTERT D, = X~71F, KAl (7707~ (Biafrfllailz) 1 & RRIC
VEGF [HEMEMZ b5, IRBEOR B OIS ZA L, BHNEHEREAEZIICO & T 5%
RE « IRIZBWTHRMERIZIN TH D, AHlE T =X~ T OIRMNIEDIFE L ZIMTT %,

W52 4 | 74V —7 RS IRPN TSR 40 mg/mL Nt T 4 AR RPN TSR 10 mg/mL
— W& | T U N (BIETEER ) T X< (GBI HZ)
DA | A VIR RS ) PNVT 4 AT 7=~ RSt
Zh R | UL AR IR AR ML & £F O IR EEBE 28 | O T AR IR AR 45 A& £ © Nl 25 B 28 M e
(EEIIE S
HANER IR B ZEIE 2L O BB TR HANEER IR B Z2IE LT L © W BE g
AT RN 35 1T 2 JIRHE IS A2 1 AT RN 35 1T 2 JIRHE IS A2 1
W PR I 75 BTV il W PR I 75 BTV il
ML B A fk N R R HAREE
AR HEREE
WAt — 2019 4E 11 A E
X E
W ET H

TRREIARFE ISR DB NERE - AR E TR,




% % 20194E11 BERET (351100
3 201948 4 A tiET

[HAmERREES ] 871319

[§RE
Pl A NIRSY AN

2~ 8CIIAET 2 IRFELAVEGF™ FHEH F AL 20144E11
ek (& MEBLVEGFE ./ 7 O—FILii{AFabli K) B G 20094 3
FENIyE 17t 3 [l A 20064 6 A

IR -
WEIFIRO MR
RS 52 &

(EE - EmMSEOMTEICLVEHT L2 L)

JVC T r A wFibmiEsa 10mg/mL

ARG | 22600AMX00565000

sk ZhRgiBn 20194E11H

LUCENTIS solution for intravitreal injection 10mg/mL

S ZEX Y J (EIzTFHEERZ) HFHPESR

#1) VEGF : vascular endothelial growth factor (Ifil ARz 15l )

) NOVARTIS

(22 (ROBEICIEBE5ELEVIE)]
1. RHDBS I BRI OBEED 5 2 B
2. RRERICEEDD 2 EE. &5 WVIEEDOSE D
HoEE BARSEOEELEIEHARET 2 B2 0A
H2,)
3. BHICEEOREDD 5 HBE (SEIET 5 TRl
H2,)

sk [$HRL - PEIR]

h # It T 4 ZAEEFAERES I 10mg/mL

L7V (0.2300) HO&HE 7 2EART (RIZTFHEEZ)2.30g

BT - B | | @ 5T 50,0500 L0 0L O AR 72 E A~ T (BET
M z) 0.5mgLIx0.2mg

b Loa — ZIKAY) 23.0mg
WO W | L-e AF Y KR 0.382mg
(INAT7h) | L-e 2AFT >~ 0.074mg
ARV IVR— 20 0.023mg
[ R~ 8 T, BT Hh T ICIRE L 72
pH 5.2~5.8

w & | 265~335m0sm/kg

TE2) AHNTEFHELG R OHE L ZE L T, BEAHEEIN TV 5,

ok [RBEN (3R]
1. FOETIRSES EME % 4 5 MR L4
2. IBERERARPAZEAEIC M S BPLFIE
3. RANERICH T B IRIEEHR EME
4. WERWRANZE
5. RFARMEELE

*x [AERUVHE]
OB FIRIG RS A B % £ S EE R E 4
TJZEXY 7 GEIEFHERZ) &L TO0.5mg (0.05mL) %15 A
BICER3 » A (BAH) HFERES5T 2, 20HOH
HHICHV TR, ERICKYRSHEBEEETRAS TS5, 15
BUEDOREREH TDZ &,

TR AR ARPAZRAE | 5 BBLFIE. RANLRICH (T 2 ARISIRHT &
MmE. FERAEDZE

JZEXYT (BEFHEBEZ) £LT1EESBE0.5ng (0.05mL)
EHTHARERET 5. RERERIE. 1 nAUEHT B &,

KR MRS AE
JZEXYJ (GEBzFHEHBEA) £LT1E, 0.2mg (0.02mL)

ERMFHARET 5, &b LELBABBRETESH, 1 2

RUEOERZEHITHZ &,

®F R

*x (AERVARICEET 2FEALOER

LB FIRIRES A ME % 4 5 MBEREHEDZE
MEFICBWTIE, 12 BIC 1A DEZIE L, F 08 E
RUBEOREYEE L, ARG OERZHAMT L2 &,

MRS ARBAZEAE (S D AWZIE. BRAREILZEOSS
(1) 1» B EEIELIE L, CORBERCEEDRESE

ZRE L., AHHGOELZHWT L &,
(2) B GBtEH. WP EETHE TR 7 AHICHES 352
EDEFE LWy,

TREVERIC 6 1 2 IREEIHTEME DHE

(1) EYIMCHEIEZNE L, ZORRELEOCEBEDIREE ZE
L. RHFEGOESZ W52 L,

(2) EEOEEME A RET LR (RGP A M. KT
8 DVROONIGEIIGTHIEEE L,

PRBBEEDS S
) ERRIE AR T & ARER N UV R Tl o & % 5

FIEBNZ BT B ARF OG- EHEIHAHETII RN L5,

RAN & B EBRERIET 2B L. BEDIREERREDN

. WAL L A S EE L. AAIRG OFER

x
(1

(2

AFNF G2 £ D IR UDAE S NI, EEEE O
% RS 2 AR SN E . AR OFRS 2R
szl ([BRNAE] OEBE)

(3) RAFEGHEMIBESSHE LN WA, MoihE
~NOYHREFERT L L, ([BEAE] 0EBR)
OB FIRIBEITAENE % 5 5 MEp B L ME. BEEFREE
AEICHE D BULZIE. RANERICH T ZIRIGIESTEME ., FERRB

AZEOES

(1) RANC X AR ERIGT HICE L, RE - JREEIC X A1
LEOTHEEB L. FHEGOEL 2§52 &,

(2) BN EREZ FFG L. ARIMEDTRED S N WIHAIZIE
BIREG LT &,

(3) FRAREERIC B Cid, MIERIIIThIL T e v, MR

HEKT R & 7 BIREN D B YAk, WIRFERGE O A 1%

&l 2 IR L 2 AR RS AT L, B,

WIAREHR BT AR H 513807, WIRCoZelr

A IR L 72 L CRMIER O E R 4T S &

(EA EDEE]

1. EEBRE (ROBFICBEEICBETEI L)

(1) #kMBE, BITEORE URFIPG12 & D IREA LAT 5
ENHDH) ([2. BELRERWEE] OESHR)

(2) Mazerh (REEZE, B ss) SOd— PR i i 51 O BEAE
BEEORMZEFOERNT OB 5 EE NEF2H Hb s
CENH D) (3. BHEFHOEARLZEIERL [9. 20
] OESBH)



2.
(1)

(2)

(3)

BELERVIE

A BB A B MR E A L. T RPER o S-F

FCBET 514070 itk - FEBRO & 2 HREHE D A ASARH] % 12

545z,

R TARPESHICBS U S 2 38541 RS, IR, BU

T RS T ORI 348 ) A~ oD B 0 BEAE R 12 D\ TR
AR ET) 2k, ([3. BIEH] omEBH)

M FARPNEFOBIZIE, TRROMIER L 2P L &
LI, HHFHISER T 2 HEFRE LCGHEERIM,

B O TR E DR ERFEDL CRESNTWLDT

FETLZE, ([3. BIEH] oEZER)

DR FRMNES X, ERRIT ) 28, (FRTHFE
HEHEITV, WE TR, Iy LREMERREA,. WE N
L— 7R OREREHSET T 5 2 8.)

Rk 2) AFIBGHINS . 00 7 BRI & TR BT IRA 035 2 47

92 ko CRABHAEE DAL B 5 L TR iE
FIRFNIAFFG- 3 HAl» 53 5% 3 HE TRG 5 2
é:O)

DI OEM 7 4 v & — A TS L, T AHNTERIE
FRLZVWC L, (8. @A LOEE] OHEEMR)

w*%4) WG 2 Czo, GRS ARFAJEHIEAEISA L CiE

(4)

(5)

(6)

(7)

*% 3.

0.02mL. zofbo®hagIzx L Ti30.05mLTH % 2 &

RGANCHERE S A 2 Lo ([ 8. B LoER]OHSM)
5)MRMZE, MRISE, ZALEERERIAE, MR 2L 05

PEFNBESE DI 5 2 DB DT, BEIHD LN
ToHAIE, EHICEET L L) BEIRET L L,
W ARNESIC X DIREZ — @I LA 885 B2 0D
%o F 72 FEBEDIRIE LA b s ST b o REF 5%,
FUAR LI OFERR & IE A OB 2 BIITH 2 k.
KHNDOREFRNES R, —RNICERSErsS bbb 2 L
b7, EOIEIRDBIET % F THRMEOBRIER BT

HEORIRI IR SRV E )EET L 2 L,
MR A% A ZE0E (BRVO) U HEIR G # Bt i70E (DME)
Wt Ly ARFE L= HESEE E R E A R L A U
179 8aid, b — W — Mg B % 17 > T 5305 bL
L oM B 7RI EB Ol TARNER 1T 2 &
ANH Y 75 R PR R RE S 2 O BR IR I B SRR B 11 A 18
JEHIRFASEE BB ~OFGIE, BT A I EHNEFE L,
ElERA

O T IRSG IR £ IS % £ S M E T E

[T P B R B T ARE BB B 2161 (23.9%) (ZEIMERIAS
BooN7z, FREMEMIZ. WELAESH (9.1%). #H
JIET 361 (3.4%). R 3B (3.4%). #YMH I 2 Bl
(2.3%). —\MHHEIMET 26 (2.3%) TH-o7

AV T L 7z el B E R T Ud . 8746147751 (54.6%)
RSB L 2RER R0 bz, B4, ;)
18961 (21.6%). WRE I H14260 (16.2%). s i
11760 (13.4%). B 7351076 (12.2%). R #
Wy 736 (8.4%). Uit IR HEM61EI (7.0%). HE #5641
(6.4%) . R Fc1ma76 (5.4%). W5 14 %4661 (5.3%) .
WEF 94000 (4.6%) BRFRANPUE35H) (4.0%) . F54133%61
(3.8%) . =2 FEAESLHI (3.5%) . MHAEREESLS (3.5%) .
R TARBIBELOB] (2.2%) . A&REFEMISHT (1.7%). Tk
Hm1sE (1.7%). HAET1460 (1.6%). HHTHAE%
1261 (1.4%). ARAR11GI (1.3%). AREGEMELILF] (1.3%).
F S EE11E (1.3%) ., (ES AL Mm10f (1.1%) T
Hotze Fiz. 874BIR32HI (3.7%) IZIRLALOREIFERAS
ROLNIZe ERDBOIE, FIHIF (1.0%). EL 26
0.2%). FHAZ2H (0.2%). A%26) (0.2%) T
Hot (KFRHE F TOHED

RIS FRIREAZRAE IS £ > BT E
P95 ARG R B Tl AHI05mg AT S S 723160
1161 (35.5%) ZEIWEHARD Hiize EREIVEIE. ¥
B 6 B0 (19.4%) . sSIRAEZ4HF (12.9%) TH -
720
M EIR S P ZERE (BRVO) (24 #BERIE B & 0h 5
&L 72 AVE G R AER CiE. 26461 11861 (44.7%) 2
TERASFED S, EREWERIE, #EBIm7861 (29.5%).
AR 391 (14.8%). HRE L1561 (5.7%). HMEEL3H]
(4.9%). R #1160 (4.2%). BRAIMILG (4.2%) T
Holze
M A OEIRPAZERE (CRVO) (28E ) EBEFIEE S 2 0t
&L EIRRBERTIE. 26161H196%) (36.8%) ZRIME
ARSI, ERBIEAIE, & me3s (24.1%).
ARFA30% (11.5%). HRE L1861 (6.9%). HMAELI2H]
(4.6%). WAELLB] (4.2%) THo7z,

(RIRE AT R H D — 2K GRS £ COHEET)
REEIRICE T B IRIGIET A M
JE PR IE ] 25 M AR B PR 3BR T ld. AHFI0. Smgh He G- X 172262
BIe0sl (22.9%) ICEIEH 25780 b7z, FE 2 EIVEH
1, AR HIm2261 (8.4%) . RURFIEEA 9B (3.4%). R
WTH (2.7%) TH o 7ze HARNBZ TII47H) F226)
(46.8%) \ZEMWEM S b, TR, #55H
9% (19.1%). FHIKABEIIB (19.1%). HRELH 5 6]
(10.6%) THo7

(RIRESAZZN SR D — KRS £ TOERD
PRI EDLZIE
HAZ&ET V7 CHE L 72 EE L E 5 AR R T,
AHFN P GHE (RFO . SmghE. W VTAFIO . Smg K N L —H—
MRS E [ O ) 265515761 (21.5%) 1ZEIEH
RO b7z, EREIWEMIZ. I Im2561 (9.4%).
FARFEW106) (3.8%) . HRFA 5B (1.9%). HRFSI 5 1
(1.9%). ANEE3BI (1.1%) TH-o700 HARANEETIZ
10360H34451 (33.0%) (ZEIWERARED H 4L, FE R EIER X,
FERH 166 (15.5%) RS TR 9Bl (8.7%). HR
L4 B (3.9%) TH o7,

(RhBESI KD R O — KRR £ TOHRD
KEh R SBRRAE
B S 5 4 AR B R 3BR T i, ARHI0. 2mgn sk 5- S 17273
BIFE116 (15.1%) \(CEWEHA RS H /e, EREERIE.
KEBLHIL 6 B (8.2%) Thotoe HERNBEZE TIZIHIH
261 (22.2%) WCEWEMAERD S, EaalEmi. #is

i 1 (11.1%). MAEGFE L] (11.1%) Thoi,

(RhEE IR R D — 2RI £ TOHED

k(1) EXBEMER
k) IREE_(1.5%) @ MBI, 7 AR fERGERE R

bl N ) e S S IR 2l o N R | N AW ] T | N
HEmEUEE, MRS, EREYME R AR, BB IR
KHLDONLZ ENHLDT, BEZ 5127w, B
WSRO LN A IS 2k U, #Y) 2 iE A 1T
5Tk,

*%2) ZErR (0.1%) : Bizerp (Mg, BMdimss) 7239 5h

NBIENDHEDOT, BIET 14147V, HEHIED
SNGAEICIERS 2k L, U AMLEEZT) 2 L,
(9. ZoMoEE] OESH)

*%(2) ZDMOEIER

HEETH 5%EE | 1%~5%KH 1 %Ki
; RIESES, K _ _ LY TN HF
BOROE |y
il & | Al - - -
BaHER - - - W, A%




(3) ¥ 58F
307 — T OB 25 2 &o
(4) ERZE

SEEAH 5 %Lk 1 %~ 5 %Ki

MgedE (UL %,
Wk, THE

1 %Ki

- - Lk, 7R - o T . R .
&R A D M OB B RO B E NS 5 DT, 134
I R I L2 TNVETHOADMHHE L, FBHEHELRZN &,
£ # _ _ B BSERE [ BUDIET. EH H3k 2) Bl TR PTG O FR 5L
wEE L EAE .
W, DRH OB V5 —
B & - - - i Rk B i 2 BRsr (DU, $%

e

| 5 85 1

gt & 1nLiEg I
WY T %,
- PRS2 ) 3R B

mlass - - - T 8 48 191, 2SI
- R R Z&,
- BRI A T OV
B IS & BRILT 5
L Sk fBUERLE, i A ES
| | mormg | RERR. ® | EH BORY ”ﬁﬁ’aéf’aﬁéé #. | RSO R AT TS
U e e, | i, wTE GHLTes5E, .
%3 A, WERA | WL HE 0 7 N OSSR R, 2
0t B, BRI ;%tﬂ[ﬁmﬁu‘ﬂﬁﬂ%} FLE ) FL DSE D & b
N S NDHgE MmN L 2% st
& W2k,
PR _ _ _ Wil @A TN D T LIEE G 1
H ot B - - - E e e V2 e Q|
. IR, % AR #HY Do
AW Bl an W, RilsHE T A
B AR R - - - P Moz, $HEas
4. SREADEE NATIWVOEIZEL T
R F R C I EA T L CU B 0T, TS _ CELEL. ®1) BRI )
&, s N
) o
5. 4. W, BIBENORS R
(1) HERSITHERR LT B TR & 3 AL IL, B3 EOK e L
WDt % L2 L HI S MDA 0REST 5 PR oy
Yo UBRICK B MR 2o AHNIE, ZOHVEGE 2 @2y
TR & AR B R TS O BE - WG IR % A+ 2 7T °
BEMEDTETE RV — . B2 ATV E RS
AR (0.12530131. Omg/H % RIS BB T BCHTRY 7 L 2 )
PHS) 2BV, T = € X~ TlENSE#HE T L - N
7B 1 H1CT = ¥ XY T ORRBANOBAT AR S N PR O P TESH D
A5, BEKHRYE. BRIRFME L AR S N b5 72 BoRVWED, T
%P, PIVEGFIER A AT 2 (v X<7) T, v P A R
FOIE - JaRRER (10~100mg/kg# 2 BB IR 5-) (43)
BT, BIBEEORD, WO, SV - kR
WEHT BIRROWNATRD &7z L OWEN D Do)
(2) $EILF DI A IR G TR E BT S5 2 Lok
MELFANOBIFIAACTH 5.)
*% 6. NMNEEADEE 3
TR RABE DL O I ARV BRI, SR, S \ /
/NI S 2 AR L T e v (FEAEERA 22 \0) o (@T}Fiﬁiﬁf BONA T OVICHE
7. BEHS L7-F . a7
EIFIHC BV CBREES Sz BE 1, — R 2 IE L5 st LY S5
BT, BRRSEATE0 & N7z BREEGHE 5 72BIC (M 4)
B, B2 M5 L. RS0 b N 42158 @A T NH ST AL
RILEETS Z X, PR ST L 2 427 Ji i
8. WALOEE CHERT 2o
(1) 5425 BRI
FHNE TR ORIEGT 52 &, AL 202 Lo
(2) 2585 - TR Y D O A
DA, T RME ORETERICRET L. EiR TR - T L
(R L 7R A4 R 2 2 e & D TS 5 2 & | RS X 4 )

2)TES RPN WG | L 72 S ANE MR T- DU A 8 % 528
AL 2w &,




~N

(@305 — v oW S
HEBFEO A - 7= T4

%o (M5) l

i
|
L
|

X 6

305" —J DIRFI RS

N\

(@i L s hi 5305 — o
OIRFIHEO*X v v 7
B3P, (W6)

1

.
p
OEFHNOERZRE.
ESHE N O EFHE 2SR
BURMREAE IS L T
0.02mL, Z Db DRHEE
([Cx U TI%0.05mL 12 72
LTIV v —

Sl
(27) »

7 ISYT—

J
~

TSI v—RbyIN—

9. ZOMDEE
(1) RFFE G2 LY . VEGFHIEIZHRN S 2 BhR M 28
MBI 2 HEFS (MEE., G, B
RN, I EE) 2553 A TREED D S o
PRGNS T R IBE ST A= I % P ) I e 8 B 2 1 o
Hraxt R e L7AHEE AR - 55 MbAHER R RER O 3
RBROE G IC BT RFN 50 O BT
(2 BT 2 BIR Mie ZEAR B E R O FE B2 A2 TR
SN olze —77 WA ORI, K HEE
D1.1% (5 B1/44160) 12 F~, ARFA)0. SmghkETi1x1.8%
(8 11/4401) & FABII B o 7225, Featsm 2z
HEZIBDO SN L o7z,
W3) T ov AWEEP BRIV TF RV T 4 2R e
SRR
) WTRNESORD YISO R Y ) D % BITRE
TOHERICHR LA, SIS DB A7) 2 k.
BHEEGICE D, LT = XY TR T 5
CENDH D,
RHFNEAR L OV T RV 7 1 2 X BRIk
O E R L 23 BEEH SN TE S, K
FleNNVTRNVT 4 &P L2880 "% K
OV AR K AR (2 LR TENLT W S L O
IS TV,
MO IR P 280 O BEALIE & 9 4 B K O R I
DN R P ZEAE & A 3 2 B R 2 RHF o ffi
R 70,

©

w

=

Ex/RIR
1. ARHF0.5mg % PRA&IELH A % (CNV) % 4£E 5 HAR AN
W T BEAS M E B O TR G- Lz e &0 %58
1 H B S i I3 S8 B2 L2 $15% L. Cmax(31.86
+0.61ng/mLCTd o 72, MLiEH O 08137 .90 T
Bolze TG HOMETREHRRE % DT IRT Y
25

2.0

Y X< 7R (ng/mL)

7=

IIREL

0 48 96 144 192 240 288 336
515 E R (h)

CPgfl = B4R, n=6)
H AR e 3 B 25 PRI B OB TR INIC 9 = ¥ A~ 7°0.5ng
% 1 MRS L7z & EolEh 7 = ¥ A= T EHER
% By WEVRR O BEE ISR B RE AT A R S
RFN ORGSR (X, S IR ©£790,000
RECHER L. COWRFBYNIAHIH LHEE S
TWwb.?

2. AKHI0.5mg % MY IR P ZERE (20 O W PERIE 2 A 5
LHENEEZE O FAENICERS Lz &0 KEO
Mg i oS BY RGN PEAS R 3 & Rk
LR IR L 726Y HEADT—%)

*% 3. AFN0.2mg 2 RAVEMPEERE (HAANZEL) ©
RIS S L2 & &, #5481 HEoIm
TSI 1324 .7 £52.4ng/mL T V) . K0 . 5mg
e Ji0 e o PRSP R O AR RS L 72
LELHBLCEEEZ R L 72"

4. AV HE R 7 I T R R O A A R
HOT— 5 % A CRAERIZE B RE AT % Tt L
ToRE R W PR BV IE B 2 BT A I AR
IEE DR IEIL, ARHFIO. Smgdt G- 1 AR N
WP AE A L) S AR L7z @4
DO IS NG B IE R L FETH -
o? (HEADT— %)

5. BHEEEYHT2EE T RIS L -EYRRER
BRIZSENE L T v s, REEFSE B REARAT &
DEWEELEAREO )T T v AOMMEE ME L
o EERBIR T 2 4E 9 B (200009113661, BEEE
(CrCL50~80mL/min) : 93%1, v % i (CrCL30~
50mL/min) : 40%1, FEEE (CrCL<30mL/min) : 3 f)
%G R G T O REAE FISE Y B REFRAT O 5 R 2
O, BRESTEERT LSS, REOZ )T
T v AFNTRIT 5 L g S7z0?

(E& PR BX #%]

OB FARIBEESTAE M E 2 £ 5 A AW 4

1. EREEREER
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(in vivo)

L —H—FHCNVE TNV T 5T =A< 7 GlEIET
ALY Z) R FARNEE G- OER % 7 V4 L A v a0OGHR
EERER VT, L= —IREo 3 HRMFT2 S 258
B 1 OPEGAZ X 2 FHRIE. KO L — 9 — B4
O 3B LS 2BMIC 1 HOEG12 X AEFEDREE
FNENE Lz WTFNROBE30.5mg0 T =¥ X<
7 GEIGT-HIR 2 )12 & ) CNVIER K O /R H A
il S dv7zo® B, LRI (PDT) £2.0mgd
T =X 7 GEIRF-HIE 2 B N5 (#1110, 5mg)
OPFIZ L) PDTHUMES & ik L CENZCNV 25
OMEIRHBITHER 2R Lz BB HGAT V2 —
Vo (1AM B ERE RO 2 B H— 12
) 2 X DRFEOENITFED SN o727

(B2 CBEd 2E{EFRIFER)
IR T (R )
Ranibizumab (Genetical Recombination)
. : CZ!ESHBZSZNEGZOGBIS!Z
:#148,000
e Mbv oAbl MIENEMEKNE S 70—
FIVIURDOFablit T, 44507 3/ ERFEHEE D 5
bz AHE

o [ 5B 2 #4]

YA M FEOE, BYICERT A L

Wt 2T 4 REEFERES & 10ng/mL

(2 %]
14 7)v
(FH7 4 vy —fF STBET 1 AT

1)
2)

3)

k% 4)

(£ ZE X #)

FEPTEE © EIPIER R SR (LUCU00001])
KPR BESERISEDBIREAAAT (1) © IR IEHT 2L 1% %
PE 5 I BEZS MR R 12 35 B B4 [ SR B RE AT
(LUCU00002)
ffiw gk o RESR SR W By RE MR (2) © 8 I AR B 2
FELCPE S W BERIE B S 2 BT B RE 4 SR B R AT
(LUCU00014]

AR - EIR L R A5 AR R (H2301)

5)

6)

7)

8)

9)

10)

11)

12)

(20190539]
FEPVERL © REERISEY EHRESEAT (3) © B bR ¥ B 7 A
BB % B FISEY By AT (LUCU00020)
FEPEORL - A E S AR LGB (FVF2598g 12 H)
(LUCU00003]
FEAERE - AV ESE AR bR (FVF2598g 247 H)
(LUCU00004]
Rosenfeld,P.J.et al. : N.Engl.J.Med.355(14) ,1419,
2006 (LUCMO00025)
PR - AR R T MR (FVEF2587g 127 A)
(LUCU00005]
FEPEORE A ELSE AR LGSR (FVF2587g 244 H)
(LUCU00006)
: N.Engl.].Med.355(14) ,1432,
(LUCMO00026]
: Ophthalmology 116 (1) ,57,2009
(LUCMO00205]

Brown,D.M.et al.
2006
Brown,D.M.et al.

13)

14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

FECRRICRER O E R E £ LT TR

AL EORE  AHESE b I BGER (FVF3192g)
(LUCU00007)
Regillo,C.D.et al. : Am.].Ophthalmol.145(2) , 239, 2008
(LUCMO00109)
PR AHELSS AR LGSR (FVF4165g)
(LUCU00015)
Campochiaro,P. A et al. : Ophthalmology 117(6) ,
1102,2010 [LUCMO00447)
Brown,D.M.et al. : Ophthalmology 118(8),1594,2011
[LUCMO00817)
PR ALELSS AR L EGRER (FVF4166g)
(LUCU00016)
Brown,D.M.et al. : Ophthalmology 117(6) ,1124,2010
(LUCM00446)
Campochiaro,P. A .et al. : Ophthalmology 118(10) ,
2041,2011 (LUCMO00887)
AR R EIS S TTATRR R B (E2301)
(LUCU00017)
FEAEORL ¢ IR [R 45 T AR LGSR (F2301)
(LUCU00018)
FEPTER IR IR A AR M EEER (D2303)
(LUCU00019)
Mitchell,P.et al. : Ophthalmology 118(4) ,615,2011
(LUCMO00702)
Lowe,].et al. : Exp.Eye Res.85(4),425,2007
[LUCMO00083)

HNER D & FVEGFTHEZE SN 5 HUVEC DML N T
FEBUZHRT S AR (LUCU00008)
MR b MlECIg R U F oy 2 03 2 3k &1
(LUCU00009]

. Arch.Ophthalmol.120(3) ,
(LUCF00003)
: Arch.Ophthalmol. 123(4) ,509, 2005
(LUCMO00477)

Krzystolik, M.G.et al.
338,2002
Husain,D.et al.

* [CERFEK ]
ZHKT

éb\()

J N

WTF A4 AT 7 —=<HAEL N\ VvF 1 2514 L7 b

T105-6333 HEUHRAEDCE 7 11 -23-1

“NOVARTIS DIRECT
0120-003-293

S8R - A~% 9:00~17:30
(RRARUHHAEZRL)

www.novartis.co.jp
(13)

8 5 B 75
NIV T7-V k&t
RREBERRE /I 1—23— 1

7418552 700000
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AT DI LEZSZRTH L

Wil (B y — ER LR 5

o 3 Rekds G511, WAV BER S
HEZSTE) 77Ut GBIEEREZ) B IRNERR

QE%EE% IJE‘lzll:l\ rgu%\ m %@%Eﬁ]ﬂ:) ﬁab\g% g%bﬁﬁaﬁ
ik ﬁii’iﬁg 2 77/]’ ] "_‘77®ﬁ\|%¥‘ﬁ§|j\j/$%ﬁ§ 22400AMX01389000 | 2012 £E 11 A
AhHEAR 0 24 » H

MR 7 40mg/mL
EYLEA solution for IVT inj. 40mg/mL
P Y
(%)

E) EE-EAEOWNFEIZIVERTLI L DX

%)

VEGF : vascular endothelial growth factor (Ifil% PNz %A1

N

2.

2.

%2

ER (ROBHEICEFBRELAEWNI E)

BB D R LBBUE DAL D & 2 BF

2 IRSUTRFA P& G D b 5 BHF . & D WG D
BVWOH L EE [IRNRFOEERREIERNHEHRS
LBENRHD, ]
SRNICEHEDIIED H D BE [FIENELT DB
TNRH %, ]

43t SUTIEAR LT 2 ARtk & 5 &t [9.5 2
]

3. #ARE - MK
3.1 #A/
K 5e4 T A U —T W F RPN ESRHE 40mg/mL
L ElOEEE (0.05mL X}E0.01nl)
77U b Gl z) ¥
e | 2mg XU 0. 4mg
G ey (0. 278alL)
77U N G ) ¥
11. 12mg
134 7L
Ul —kFEF MU DA 0.307Tmg
; U fp—KFEFT MU DA 0. 149mg
WAL et 1 0 & 2 - 0. 65mg
FEELEBE 13, 9mg
AY Y — | 20 :0.083mg
X T A =—ANARAZ =B E Vv CibE S
Do
3. 2 BE|IDPEIR
B 724 7 A U — T W IR IESHE 40mg/mL
- MRk (O~ PR (O T I O
pH 5.9~6.5
BT b 1 EEEMIRICHT 5 H)

CHEER IR

O E TARMKIZI £ ME % 1+ 5 e EBI L%
OMIEFFARPAZEE < #+ 5> HBFE
ORBNERIZ & 1T HARMEIRFT £ M E
OMERIRE BIZE

O EHEKMAIE

O R4 R HBIRE

5.
(

MEXIIHRICEET HEE
Bl B T ARSI 4 8 2 4 5 e s B A 1, IS

Ak

FAZEICH S BRIZME. WANARICE (T DARMEIRET 4

i
5.

E. BRFERZE. MEHRERKARE

1T AFNC LA T DT L. KR - IRBIZ L D
B, BEEOTREBE L, AHIRG OZAS 24w
THZ L,

(RIRERARBAZEAE 121 5 EBLEE)

5. 2 R 7 i M A AR FE 2R O BE R U S 3R D B
%M D ER AR ZEAE BB ~ D& BT, BT D Z &R
ZE L,

(MEFHEZNE

5. 3 AR BE D BB 1T D H MR ORI TN L
TU7eWy,

CREAR AR AE )

5. 4 BARIBIE S ITF T & D EIEG] J OB TR O G &

72 % BIEBNZ I D AKN O B 530 Bl Tidzp\n 2
D, AANS K HinR e MG DB L, BEDIR
REOHAEDONE, P, WA XD BEEES 2 B L,

AARGOEGZ W52 &, [17. 1. 13 B M ]

6. AiZRUHAE

(LB TIRGIEHREME 2145 e AR L)
77UV N GRBETH#EZ) & LT 2mg (0.05mL)
Z1Hp AT & 1E, #EE 3 E GEAR) M ERNES
T5, TOBOHRFHICRNTIEL, @F. 22 HZ &1
[\, HAAENEET D, ek, EIRIC XV &5 E
HHETH8, 1 3 AU EHITDHZ &,
GRIEFARBAZRGE 12 5 BEPLFE. RrHARIZE T HHR
WIEHAME)

77V b (E\ETRZ) L LT1LREBZY 2mg
(0.05mL) ZAET- AN 535, &5MEIEX. 1 » ALE
HFsrz &,

(FERRENZEE)

77V T (TR L) & LT 2mg (0.05mL)
15 AZ &I 1EL, #ES BT ERNEET 5, 20
®ix, BE. 2 p AZ LT 1L WETERNEET S, R,
FERICE Y G MREEERS T8, 1y AU EHITS
ze,

(MEFHEZNE)

77V s GE RS Z) & LT1E, 2mg
(0.05mL) ZAET-ARNER G35, 7ok, LERGHIEH
BETELMR, 1 5 AU LOBREH TS Z &,
CREAR AR AE )

77V T N BETHEZ) L T1E, 0.4mg
(0.01mL) ZHHTHEAREGT 5, ks, LBERGEIETH
BETELN, 1y HULOBREHITLZ L,

1 RERUVHEICEET R
(HILE TR IRFT M E Z 4 5 MEn BB LT, HIEE

ARFAZSGE (S 5 BRZME. WAARICE (T D AR IRET 4

MmE, WERFEZE, MEHERRARE)

11 MIRICIEHR G & 7R DA D B D&%, MARFRG
DA RENE & FEPRIE 2 T IFTAT L 72 LA 255
T5Z &, . WIENAEICIRT D WHRIE A #5130k
J. HIRTOL e Z 0 Rl L 72 ETHRIIRDTR
WalT5 T &,




GRIEEARBIEEIZ 4 5 EBLZE)

1.2\ AEOMEIT 1 % A2 1 EZ BRICITV., FORER
RO OIRFE AR AIICBIZE L, KA G D ZEA
DWTHEEICHIET 5 Z &,

1.3 B 5%, RONELET HE T,
G432 ENREE L,
GREGARICH T BRI IEFHF EMLE)

1.4 EMPNCHIIEEZRNE L, FORRELTEZ ORIESL
EEL, ARG OES BT L,

1.5 WROIETMEZ /BT ST (B, FBREFIIPTRE)
DBDONTEHAEITIIHR G T ENEE L,
(MEFHEZNE

7.6 AFNC X 2 IREILRIARE A ME 12 L 5 IRE R 2%t
TAHRERETHAZ LICHEEBETAZ L, 72, EM
7 IREE IS S T » TIIERNRIGEE L Ot %
EBETDH L,

1.7 AR EZ T E IR 255140 L, A OTRENE
ZoRES AETR. (RIARESHT A M IZ L 5 IRIE EH-%)
DRD ONTHAEIL, AROFREEZRFN T2 L,
CREAVRBIEE)

1.8 AHIF LA & 0 iIBERISHE D %IC, RBEEE
O Z BT DT ANRO bz faid. RAIOF
BEEHEITDHZ L, [17.1. 13 B]

1.9 A& 5% B INERIS NG DR WIEE T, o
BIE~OUEZ EEETDHZ L, [17.1.13 ]

1y HIC 1 [E#%

8 EELEARNIEE
(hEEE)

8.1 MR B BE T 2 BEF a2 A L. IR ER O
HFREICET 2007 milk - RO H HIREHE D &3
AH e B G59HZ L,

8.2 W IRPIERICER LR S 2 3551 (T FK, FRERK,
PrE SRS ORISR SE)  ~ OB BUE D BRI SV
THANC o2 E1To 2 &,

8. 3 ARFN DR T IRNIER OBRIZIE, TRROAIZHER LR
HITH L Ebla, BEFHIGERTIAEFSLE LT
FEREHI, BRI, RS TR SO R EHRN L H
EINTWHIOTEETSZ L, [11.1.1, 11.2 ]
CEHTAERRNESE, EESET T 28, (FINA

THRMEEEITV, BE TR, 3 U R REIREEA

W R L—7 ROMEBRRSRSEEERA T, )

c AFNEEERTNC, 00 e FRERE & RIS AIRA 0 $ 5-
BI17THZ &, (RAVERREDS OB LU
JRIEHUA SIRANIAAIR 53 HAlASEEE% 3 B
TEETHZ L, )

IR OB T 4V — A S ERET, RN TS
WITHEHIHE R Lan 2 &y

R AT, BG RS RRTHEIRE ISR L
CTIE0.0Iml, % DOMOBFEIZH L Tid 0. 05mL TH D
L ERERNCHERT D Z L,

CBEICH L, BAKEZRETSER (B, Feii,

AW, BHE) 5L ICIRE B ICHEK
LHEIITRESTH L,

8. 4 M RINTESHC K v IR EZ —tElc ER S E s BZEN
N DHOT, KA, FARRALIAM T O & IR
JEEROEREMENATI Z L, [9.1.1, 11.1.1 B3]

8.5 KFN DT RNIER%E., —FIICERERH Hbild
ZENRHDBIH, FOIERNAEIET S F CHEEBEE O
ER B B R OIERIIINF ST RN E I EET S Z
L.
(PLETIRMIESTENE &4 5 MEBEME . BIES
AREBAZEAE (2 5 EBLZE. RAGARICH 1T DIRIKIES
EmE. HRFEZE)

8.6 EHANC IV FITH S T HIM AT L, AENTE
DONRNGEITITEBR LG LN L,
(MEFHEZNE

8. 7 EMINNCIRIES I ES T HIME AT L, AENTE
DONBRNIGEITITEBREEE LN L,

). BENERZEITHEFICEHT IR

9.1 66t - BEREOHLEE

9.1.1 ZFNE. SRTENESE
[8.4, 11.1.1 /]

9.1. 2 BZEA X IE—BMENEMBEDBREREDREDD
BREAFOHDHESE
[11.1.2, 15.1.1 B8]

9.4 £EREEHT A
IEHRFTRE 7R 2RI IR, ARG (k5% 3 » A
PLE) | EORBHEEES WS LS ET AL,
B, vHXolt - BRBEERBR T, BETELRALN
T AR B2 31 D B M AE 13 259ng/mL ToH Y |
LAABIIATIC 72 > TR, AFIEEHIEE O
WY 2R ARG XA S s Ty, [9.5, 16, 1.2 R

.5 111%

Il SRR L CWD B ATREMED & B MRl idfe 5 L7
W2 &, OO - fRIEMERER (3~60mg/kg & &
BRI EHIRANEES) 2B\ T, BB EKRERD .
iE, HERBIFEC K ORRIEHR (OhE, HNELOE
KA OEMBEESN TS, Blo Xk - Ik
IR (0. 1~1mg/ke Z 1R 1 B ~ZFBERAINIC K
THE) TRV, BRI UhFE. NIEEOVER T
JE) OEMARESHTWD, RV FITBWT,
AHF|OpAEBENRD SN, (2.4, 9.4 2]

. 6 2315
PR EOFRERORBIREOFRMEEZZBE L, ZH
Ok ST IE 2 Fard 5 2 &, v ML ~0OBIT
IR TH B,

CTINR
RRAERBIELIS O /NEEE 255 & U7 BRRRBRITE
i L Cuigun,

.8 EhE
—RIZAEBEEENME T LTV S,

1. 8l4ERA
WORWERNRH LD ERBHBHDT, BlEL+5
ATV, BERED ONBA I RE 2T 5 7
YR E AT O Z &

1.1 EXGEMER

1.1 1 REE
RNZE (0.2%) . BRIE ESH (4.3%) . fi5 A%< B
(1.2%) . #MEMEAWNEE (0.7%) . MM (0.7%) .
MR ER L (0.4%) | fEiREE (0.4%) |
L < BE (0.06%) | ML (0.09%) | MMz b

R < B (0.03%) NHLbNDHZ ENHD, [8.3,
8.4, 9.1.1 ]
11.1. 2 fxizedp (0. 2%)
[9.1.2, 15.1.1 &]]
11.2 20 EI1ER
5% 1~5% 1%A
2Lk sG]
AR FERRE I ( RFei, A | ANk, A5
(RTIR | 22.8%) KA M i, AR
) il A0S
Ao, FARE ERER
B, AR
A, "B
AL, HiFEO 7




5% 1~5%
Ll Al

1% it

LT, TR
i, REMHI
AR, A
&K, TLILFX—
MERENRE DS, D
D ERE, M
ERRER, TR
UIRK . HiES
Mg, W, wi
7 i,

AR IERR e B TER %N i o N T
(2R 17| TR, BT
) PRMESE, PRBETR
JiE, SHEE AL,
HEBETREE, A
JBEZEE, A
Jil, R T e
i, AN R
X, M b
B, HEnsE sy
il TR
TS AR
o TESERATALEE
o SR
&, EHEIRL
- REN 0 R V7S
e, RS
JlE, EHHEALIE
B, RS
il

ARMG. ARWZEE,
IRz 5 #eE, IR
OF N0 NIy
I, ARBRRZ N
B, IRbER. AR
Mde. RR ) B
i, RS e
MR, e AREE,
=B, B
=OEGUE, K
AR, ALEIC X
LR, R
‘[:‘

K O PEIE, ALEE
TEER A L, I
M E F5
DR, R

AR TSR AL
(S CNIRER SRSl
i) AL 1

fig iR e IR F)
(DA & IR
) . IR
PN 21
HRERA R

R fehteig
F

Hk g Bl

W R Z YRR
Wy Ry
LT =k
hn

AP, i
« SR BUIE
EaRo (il

Z DA

) [8.3 &M

13. BERE

13. 1 fE4K
PRARFBRIZ VT, —@MEDIRE LA ARE ST
Do WERBEODWINIHWIRERS LRI L03H 5,

13.2 &
IREZRE L, BEROLNEEITIT#EY) 20L&
275 &,

4. BBRLEDEE

141 ZRFIZEERIOEE

1411 AANL, FEFRNCERICERT I, KIRICHKE L
7o 2N 24 B A B 2 2 WX S I+ 5 2 &, KB
FCEBEITHE L7 FES 24 BE 2B 2 2200 R Y | 7
ERBRTFT 5 ENTEHN, LER/NRICED S
Z&,

14.1.2 BARIC X 2GR ATV, RSN ISRk, TR
FEARRD LNLHHGE, HaslENEO b5
B, BEPBOONIGAITIIHERA LN &

14.2 ERIBREEOEE

14. 2.1 KBTI HENICOR 5T 52 &,

14.2.230 7 —VOIRB At 2 EHT 2 Z &,

14.2.31 34 73 1E FR) oAOEHRETDZ L,

15. ZDhDEE
15. 1 BRERERAICE D < 1HFHR
15. 1.1 RAIF 52X v, &8O VEGF [LEIZR T 2 Bk
MARZERICBIE T 2 A EHR (LA, Med, M
EHEAE) MBS HAREMEN B 5, B AN SR
PR & R RICE NS CEE S-S AR [2 Rk
OOFEIENT Q4R 1 2B T 2Bk e EE S
DFEBLER T, ARFEGHERMAT 3.3% (1824 #IF 60 1)
Tholz, MIEHLEFIREAZIEIC AL S HEBRE LA A5
% HBE X RICENS CEIE SN HIERER (2 3 5
(76 WfH & 100 EMH]) OPFERAT] 1231 2 BRILE
FERBIHFERORERL, AR SRR TO0.6% (317
B 2 6]) Thoto, MEESARSBLEAZEREIZ A 5 HBE
VIR A AT % B & I E NS CEME S - S I
AER (1B (52 38R) 1 (21 2 Bk Ak FE#e B
HLORBRIT, AFIFGHE2AT0.6% (158 FilH 1
) T oz, IHHIEHRICIS T B WRAE IS i s
ZXBRICIE NI CTHEM S N IR (135 (48
W) 1 BT 2Bk M FE RS O REBLRT,
AFIBEERERILTO0.9% (116 Hld 1) ThHhot-, ¥
IRIR B E A 9 5 B 2 X RICERNINCHERE S
7 MAREER [3 3R (1 /M) DRG] 2815
RIS 2R B FROR BRI, AFELGRERAKT
2.9% (730 i 21 f)) T o7, MAEFHERENERE
ZRTRICIEN TEM S - SRR (235 (13 H
& 5EM) 1 12k 2 Eh Rk 2k BE 5 05 Bl
R, AFFEGRERAET 1.5% (66 #lF 1 6)) THot-,
AR HEIERE FR A kTR [E NS T EE M S AL 8 L
A (136 (24 M) 1 CTIIBhRM IR B H 5
GEHREOMMINL, MIE) ORIARIT, AHF 5L

kC5.1% (19FIF4H) THo7z, [9.1.2, 11.1.2
2]

15 1.2 KAFEIC LY 5177 U~k 7 MU FEEL
THZENHD,

15. 1. 3 RHIBM & ~ LT RV T 1 1T K DIk )5
HEORER & bl L7 BRI =i Sh TR 59, AFl &
LT RNV T ¢ RO LT A OB M M OV ik
DAFIBEMEFIZLE_RTERL TS EORBRIEIEGLNT
AYAdAN

15. 2 JERGPRERBRIZE D < 1ELR
Pz A BHREIERE T 8 & A Y TR KR B 5-1% O F
PEAHARZAORMA IV T, 2 KON dmg/ AR 50 0 Bk
B (S E AR ER7) (CEREE e OV A USRS 2 /R T
B EEL Sz ns, RIRIC L 0 BIFE T 5 R Ak
THoTz, 0.5mg/IRFE GRS AT RITEO LT,



WHAE (MEER) (2R 2 mEpEss 7 —7 U~
T N OB EIR, BRI B B 1T 2mg
ERH RN ERS L & & OEFIRIEIZE T 5 Cnax
KOVAUC DEINEN 42 5L DV56 fFI2HY L, KRR
HANE B2 0. dmg 2 T RNHEEREG Lz 0O
Cmax D 2 f£IZHHY L7,

16. EYEhHE

16. 1 M ;EE

16. 1.1 EEIEFARNEZRE

() AMEABHRINERSEBEAMEBRE (6 61) IZAA] 2mg
R TRNEG Lz & & ERERL Y 7 U~k 7 MR
5% 1~3 B B mAERRE (Cmax) (2L,

Cmax DO FEHEITH 20ng/ml (0~54ng/mL) ToH-7- 7,

MRS T =7 U~ vt 7 M. 6 il 3 4 ClEs
TOWUERRTER FIRARMTHY . &5 2 HE%IC
IEE A EOBE TR ST, %O
B EOMmIEPTERA T 7 U~ rt 7 REHER L O
HMBNE T A — X OB Z L TIORT,

100

=)

ﬁ
th
i3
HE
i
7
i
JE
(ng/mL)
0 FEEAE = 156ng/mL
10 }
0 7 14
Fe 5 mIEH (H)
= ; V) & A 2
RTA—H N/N>LLOQ™! v
(S BH)
Cmax (ng/mL) 6/3 19. 3+22. 82
(0-54. 0)
tmax (day) 3 1.43+1. 46
(0. 253-3.07)
AUC(0~tiase) (ng - 6/3 119+190%2
day/mL) (0-474)
MRT (0-t14s0) (day) 6/3 1.66+2, 37
(0-5.75)

1 o HEBIE B/ T R R SR A R R AN TE R FRAE
(15. 6ng/mL) % _k[a] - 7= BRE

X2 o A RS R N E & T IR OERE %2 0
EUTHRI U7y A e 2=

(2) HARANZ ST MARERFRLFERBRICIB VT, KEUE
HENSDE B (75 f51]) 1ZAHM 0. 4mg/RR A WAR (71 f51])
SUITIR (4B \CHE TR Ls s &, #5524
R % M O 4 8 [ o i R ERER T 7 U ~ L7 |
PRSI X F I E 4 481 +885ng/mL [#iFH : 0-4570ng/mL
(FR#% 5B O #iPH : 0-246ng/mL) . N/N>LLOQ*
1=75/66] K& TN 133+205ng/mL [#iPH : 0-923ng/mL

IR 5- I D #iPA - 0-38. 4ng/mL) |

N/N>LLOQ*!=68/54 ]

ThHY ., H&5 8 HFHEICITER FIRAGHFT L <ZZD

fHEICE IR TF L2 B : 0-16. Ing/mL. N/N>LLOQ*

'=3/1) . #5924 B2 61T D SR EEE 7 7
U~V 7 bR, SEB HUR NG S A

WCAHD 2mg Z ARG Lz & & LI L CaEfEZ

RLEZ?,
1 : B B T TP R R SR i B N E R T RRAE
(15. 6ng/mL) % b[a] - 7= 4B E K
16.1.2 RIEEWFAAERE
HARNZ & e AR E RS RISV T, BAAKR
OME B AN B B IS ARA 2mg 2 4 0 2
T ERE G L & & PIEIRE 1 %O g

WHER T 7 U~k 7 NREIXZENE 2. 21+
6. 24ng/mL (#iPH : 0-19. 6ng/mL. N/N>LLOQ*'=26/3) K&
V5.20+9. 32ng/mL. (iPH : 0-35. Ong/mL, N/N>LLOQ™
1=143/36) TH o7z, 4T LIRS Lz &
., P COEFIROLNRN-72Y, . K
Kl 2mg % AW T LTI IERNEE L L x| 3R ARSE
4 JH% O MBEP TR 7 7 U~ 7 RS K
27. 8ng/mL (N/N>LLOQ¥'=164/2) . 13 [8] I 14 [EI# 5
L7ztk, B8 ER FIRME (15. 6ng/mL) A & 7e o 7=
DIFFE S EME% ThH-o7-, [9.4 BR]

HARNZ & T8 A E L RRBIC VT, M
ERIRPAZEAE (O PE ) EPERIE 2 A 2 B, WIS IRy
FEPAZEREICPE S SHEERIE 2 A3 5 BE ., I RIcE
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1.8.1 WAH3E () ORERIL
Bayer Yakuhin, Ltd. Page 2 of 15

1.8.1 BHAXE (F) ORERNL

BAY 86-5321/7 7 U~ Lt K (LLF, A& 1%, b NMLENEEESEE - (VEGF) =4
& (VEGFR) HMifldst KA A > O—#%E b Mg r a7 Uy (Ig) Gl OEFEK (Fe f8iR) I0/A
L7-H 2 @b 2 o R B Th D, 77 Ukt M, 2 FEDO R/ %5 VEGFR (VEGFR1 (¥
VEGFR2) Offifiast KA A > O—f% & AT %, VEGFRL [ X5 ) 7 BifntE (FRBEES (Kd) 1T pM
F—#—] TVEGF &#5ET DA, VEGFR2 @ VEGF (2§92 BIFMEIX VEGFRT & b~ THieD TIRL Y,
ZORHEZ Z NI EE, Ty A =— AL AZ =PI KL MlaiC L0 o, EEASHL, AiEk
W a~ NI 7EEMAEDEEAETEI L, BRI %, - EARS RIS T
W5, AFNEL, EANT 2012 48 9 BT THLOE NIRRT A A 20 5 Il s EE A M) & 2hhe -
R L LT, RE4 [74 U —T - RNESHK 40mg/mLl (2 THEFR SN, LIBE, BAINZhHE -
ZhiR & LT THEE O ERARBAZEIE IS E O SEBIVIE ) (2013 4F 11 A&GR) . DRI RIcBsiT 5
WRAE R A=/ | (2014 4R 9 A7ZKGR) . THERIFSEBERIE) (2014 4 11 A7KRE) VKGR STz,
D%, THEERAR B PAZERE I E 5 saBEvRE ) A3, BEARGRO T O ER ARPAZEE IS £E 5 SEBE
) & bR 2hieh R THEBERIRPAZERE (CFF © SHBEFE] & LT 2015 4 6 AIZARIN
7o 2019 ARIZITMAF BN 2 x5 & T 5 A/ A ES S & L THRE S, 2020 45 3 AIZ
[ BT A REN R | 2B N%hRE - 2R & L TRRB I N,

RAVTHEEIE (ROP) A& & %t5 & L 7= B IAHFE i AR 24 2 BEbbiGER GRABR 20090,
FIREFLEYE #BR) M OV Offfeik Cdh 5 FIAERER GABR 20275, FIREFLEYE NEXT #Ek) Dk
ICE S &, IR SCEOUGETE A 1ER LT,
1.8.1.1 [SHEEXR (EENR ] RUZDEREIRH
1.8.1.1.1 I AESIES

A A DGR EIE — A H RGBS IC BT A EE I 2 LL I TR TRT,

4. HEEXIEHR (F) Ol B FHRIE IS £ I & % £ 5 MES EBI L1
OMBIEFAREIZEE 1% 5 £ H2E
ORMIRRI & T B IRME I £ M &

O RFEHZIE

O I % 7 4 #k PRI

OB RIS F

1.8.1.1.2 HRERA

ROP fBF Z %t & L7-akBh 20090 Tix. A2METEEIGTEE 2 [FRERIEHEBIME2 S 24 EIZ
IHEED ROP 2372 < D ORNRBRIFRETFHIRIF G 2 WERE OElIG] &L, 77U~k M
W3R A 5% FFEX M (C1) O FRRMENFEME CTH D 66% #8285 a12, AR L
TLHETDH L L Lz, B 20000 OFER, 77 VU ~Ubt 7 FREOAME TSI EHIE H O %)
#E (M 95%CT) 13 82.7% (72.2%~90.4%) ToH Y . MWl 95%CI O TFERIEAFATZHIE L
7-FME (66%) #ix (p=0.0021, —IARRE) . AFID ROP |2k A2EMMENBRIE ST, F
7o, AR 20090 (28T D AHFI D ROP KT 2 AR MEIZRFTH Y . AKEIOBEFOZ 2T v 7 7
AN E BRI DI I BRI DN o T2, FRBR 20275 (X, B 20090 CRBRIEER &%
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F7- ROP BE XI5 & L= R#E O
20275
72) o #ABR 20275 TIL,
BOWTHHERF S TWA Z e En, £7-.

LT a7 7 A NPETHSNLHEEANTH Y,

(2.5.4. 2.5.5) .
Pk, AH|D ROP |2
fRSE | & L7z,

1.8.1.2 DRI RICEET H5FF

A H AL LRk T D (R

XD AMER VLB RSN LB, BEX

Page

HEEHTIE, RER

WZELAIL DT HEBRE D 50% LA BT 1 ReskBi & £l L72FES D v N4 7T — 2 %50
FBR 20090 DFRERTGE. 24 1 H TERD LT ARAN DO EIS,

1 R

1 B E TCOREMDORBREIL. AFIOBEE D
b RN e L AAY TN B ANy WA/t

IR RZ TR

5. MEEXTHRICEET HFE ()

RERHL

(D E T AR IS ST 4 I E 24 S Nl B (e, #8
IRESARBAZEAE < f S BBUZIE. HEARICE 1T DR

WEFAME, BRFEAZE, 0EHEZEARE

5. 1 AKANC L 216 Z BT DITER L, JRIE - WHRBIC
Ko7, HEEOTREZE L, ARG DES
W5 2 L,
(HIRFRARBAZEIE [ 5 BBFIE)

5. 2 AR AL 72 M MEARAR BE TE K D lE PR OB D3 R
5D M DER IR ZEIE B E ~ D& 51X, #ET D
TEMNEFE LV,

(MEFHEKAE)
5.3 AR O B 1231 DA M K OV k1T
SLLTUNRUY,
(R RIS E)
5.4 B RIBHE DN WIEE C & 2 8E 1] S OVMVEHY FAlit 0 i
bix & 70 D BEIEGNC 31T 2 AR OG- EF 0 B Tl
RN b ARFNC K HIEEEZBGT HITEEL

B ORRECIRE OALE, I, RIS K 2 IR
ELERL, AFEEOES KT LI L
[17.1. 13 ]

5.1 ROP OIRMEBAAAIRFIZIZ, BE DR
REOIRZE DALIE., ol e O i %2 5
BT HOMERHDHZ G, 5.4 %
ROP \Zx D 1EE & L CHITZ IR E
L. 5. 11X ROP LIAADIIEEIC XTI D1
Be L,

5.4 FASRIEH S HIFE T X DERIEF o Y
SEHE IR O )G & 72 2 BEAEF| D ROP
B IR ER 20000 ORIEATHY | =
o O BEITKT DARKIOH E&U
LZEMIIHERINTEL T, RE5E
ARGV, 2D k#%\ﬁﬁ
B H5DOELIZHONT, BEDIREE,
EONE, JF, RN L D EEESE
IS EROfEICE 0 HETS
VRS D L eEEmEdTs L L
L7,

1.8.1.3 TRZERUVAE] RUZORERML

1.8.1.3.1 RERUVAE

6. AERUVAE () (RFA RIS AE)

77V~ GElE ) S L CLEL 0. 4mg

(0.01mL) ZMFHNEET D, 2, HHER

Hald kb T

SV/AN

Ly AU EOREEHTDHZ &,

3 of 15




1.8.1 WAH3E () ORERIL
Bayer Yakuhin, Ltd. Page 4 of 15

1.8.1.3.2 HRERK

ROP DZHEE « WAk 2 L - AL, #BR 20090 & OFER 20275 ORGEICEDSXRE Lo,
FER 20000 O A - HEOREMRIKL ONROP (21T AHEEF L - HEA2LLTIRT,

FEBR 20090 (28T B A - AEOR ERHEL

ROP DVEFEICAAN 2 WK T — & Tlid, 1 IRIZD X 0.4~1.0mg (BRANBE Zxt4: & L7=BE
ERREOHETH D 2mg @ 1/56~1/2) ZHH LR, ERRLZEMEOBREILR L, Atk
NRD BN EHESN TS, ZoWREL2EIC, #BR 20000 TIX, BIFARARMENRE S
OO EETHD 0.4mg ZRRBRHEE U GRIRU7Z, £72. HU VEGE WEIEZ IR B OIEEIEN
HRT 256055 L OWMEITESE, KFIRGRITIHBR A ET 5 ROP 25380 L2 E 1T,
ABNOFEZ G EIToTInbod Lz (2.5.4.2.1)

ROP (23317 A HERAE - A&

ROP Hi#E A 5t5 & L7-3BR 20090 TliE. AH| 0. 4mg @ ROP IZxkI+ 2 HMENRENT-, FT-.
Bk 20090 (Z331F HAK 0. 4mg @ ROP [Zxt7 2 AARMEITEFTH Y . 3Bk 20090 K OFRER 20275
OWVWTIUZB W T HARFIOBEIDOEZEMNET 1 7 7 A )V & BT DT 72 B 2 OBRERII A LD
~7= (2.5.4, 2.5.5) . fE-> T, ROP KT AHESEHEZ 0.4mg & L7,

ROP \Zk}3- 2 AKIOHIEIZOWT, ROP IXIEEN 2 X5 & ARICER LT E0nn, B
MR 72 R BITAE STV, L LR B, AR O K 9 IZARKIBE G412 ROP OFE BIEEh %
DER LIZGAICE, AR Z2HRST20ERS L EEZHND5, RER 20090 [ZBWTiX, 77
ULt 7 MEED 75 il 146 MRS LAKINE 172 H#% G- SR TED (2.7.6.1.2.2) . 2D &
25 BRBOTEINEIS U AR OBEREIIVNETH D EELBND,

PLEX Y. ROPIZxITAHESEMRE - HEAY 77V~ v 7~ B FH#az) & LT 1 [,

0.4mg (0.01mL) %M AN E T2, ok, VELRGEIIHREGTE 51, 1 5 AU EORE
EHHZ L, | LT,

1.8.1.3.3 HERUVRAEICEET HIE

1. RERUVAZICEHEYT 58 () RERM

(PLETIRBEFREMEZ S MESEMEME. MBI | 7.1 ROP Z%f5 & L7258k 20090 T

BAREAZEEICHE S ENZE. BEERICEITARKRIE | X, wIRENGRICBT 2 miRIA H &5 %

FEME, HWRESHZE. MEHEKZARE) " e L72Z D, ROP ZARIEE OXF

7.1 WIRICIBIER S b 22 BN b 2 a1, miRE | B9hE L

FRHEE OAF IS & G 2 E EICFEE L 72 | TAK
ERET 5L, . PIENGHEIC T B mHIRR H
¥eH LT, IR CoZeMs HaIciim L= LT
SHARE DR EITH Z &,
(HAIEERIREIZEECE S SRR E)

1.2 \ALEOWEIL L » B2 1A% BRIV, Z0
FER L OVEE DIRFEA Mk I BIZZ L. AKIER 50
T OWTIHEEIHBT 5 Z &,
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1. BERUVHEICEET 5

RERHL

1.3 BEBAMR%. HRONLET 5 F Tl
54252 ENREE LU,
REDERIZE T S IREEFENE)

1.4 TR AEZRNE L, T OFER K OHEE O
BAEE L., AFBREOES AT L,

1.5 KB OIFENWEZ RBT BT R, (1077, TERESA0PT
R MDD ONTEAICIIREGTHZENEEL
AN
(MEFELKALRE)

1.6 AFNZ L D189 AR A E 12 KX A IRE RS-
WX T ARERIETH D LICEETHZ L, £
77 B2 IREZEFRIC 572 » TITAEREN) 22 1B E
EDOPFHEEBET S L,

1.7 AR 5T E AN CIRES 23 L, HEDOE
AR T AT R (RIIRER M I K A HRE
HE2) RO LNTHER. AFO &S ZREd
HT kb,

(R RBIELE)

7.8 AAE 5 X W IBEICDIE DN TR, AR
EMEONNZ R T T AR b EalE,. K
KoOFES ARt 2L, [17.1. 13 BH]

7.9 AEE 5% B IREIERE DR WIEAETT,

MOIEE~OYEZ ZEETHZ L, [17.1.135
i

7.8 AFIHEE14 I ROP DFE BTGB A
Mz on=HEThoTH, HRINH)
PEDS R OEIN L 72 358 1T O -8
HGEBHTHOMERDH D I L A EE
o R SN DY

7.9 ROP I TEEHETN T, £72KH]
WCELABEMELH D Z b, AR
G2 \IEHRBUSMF B IR W6 134t
DIRFE~DOEVEZ T 2 BN B
HIEEREEMETAZEE L, T2
. &k 20090 TET7T 7 U~k R
BET5 B 146 RO 9 B 5451 7 ARDIAHI
B 52 RN CEE IR 1 K D IR I b)
nEZT,
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1.8.1.4 FEALDIE () RUZDHRERML

el DOARBEFH AT AR FEICB T 2 EREHFT 2 L IS TR TRT,

Rk, RAEHEEE (ROP) OZIEE « 2RIk T 2 EEMREONE T, B HANEm R A M
(AMD) . HEREERURPAZERE (RVO) 2k D EEETEIE, JATHIC R T D ARSI ET A M (mCNV) |
BRI BEEIE  (DME) W ONC I HrAERENEE (NVG) DOZhAE « ZhRIC x4 2 EEMAE & 221378\
EEBEZONTEZ LD, TROOEIGEICEIT 2 HMAEFER 12 38 (VIEW 1 B KLY VIEW 2
ABR B AMD) . GALILEO 3B K% Y COPERNICUS AR (HEMS o Ui IREA ZERE 11 5 S BETEIE) |
MYRROR 3B (mCNV) . VIVID-DME B, VISTA-DME 2Bk &% U8 VIVID-JAPAN 8% (DME) . VIBRANT
B (R IR 20 B2 P ZERE LS £ 5 BHBEFEAE) . VEGA #RABR K& Y VENERA #RBR (\WG) ] . WONZ
FIREFLEYE 7Bk (ROP) OPFAMEMTICE S ZRIEH (G FHICERT268EEFRL 5T HE
DOEFEIT> T2,

1.8.1.4.1 BEELGEXRNIE

8. EELGEFIIRE (B) RERN

(HhEE @) 8.1~8.2: BUATIRMCELFR —& L

8. 1 MM RIS A M AR A L. RS RS | T2

D5 FHICET 555725k - BB D & 2 IRFHE
DHNAFKN 5+ 5 2 L

8. 2 WS TR VRSN L S n A 38K (3R, i
WS T R G OV S )~ 0D SR D A
FEIC SOV TR %175 = &

8. 3 ARHND TARNESF OBIZIE, TRt MIZiEEL 8.3 2 882250\, 3Bk 20090 T

RINBATH &b, REFHIGERT 2 HEER
EUORERE I, BRI, IR EME DR EER
NEL FHEINTWVWADTEET S &,

[11. 1.1, 11.2 &H]

I TIRNERT, BRI TITY 2, (Bl
HATFREFEZITV., WE T, 3 VR RERARE
Al WE R L—7 RO HE RS2 T 5 2
Lo )

« RFNRERIZ, 50 7 BRI & TR SR A D #%
119 Z b, CGREVEREBUELIAN O BRI TR L
UL RIEHTE SR AN IAAK B G- 3 H A B & 5%
SHECTRETHZ L, )

c INTOFH T 4 H A S BIREHE, ETRNTE
FHZIFHERHZE R Lz &y,

i ERE AT, &5 RS RBITRERE 3
L CiZ0.0lmL, Z DOZIEEIC R L TiX 0. 05mL
THDHI EEBREHNCHERTHZ &,

 BEICH L. IBRNEZ T 500 (IRE. 76
M., Z&. BHE) 25 bNHEEIITEBIC
HigkT Dk oicfETLsZ b,

%, G 3 H R ORI A ARA
O¥GZVEE LTl
IR SR O ¥ B o 30 A
ROP LIS D%hiE « 205 & KB L7z,

4 JFBIZOWTIE, ROP (2K L Cidfe s
2N 0. 01ml. OO 7= 70L& %4 L7z,
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8. EELGEARIE ()

RERHL

8. 4 Y TARNTEFHC X W IREZ @tk ER-SE5 8
TN D DT, KA G, AR FLIE ML O e
WERE EROFBE A mEYICITY Z &, [9. 1.1,
11.1. 1 8]

8. 5 AFIOM T IRANES%, —RMIICERERH LD
NDZENH D0, EOIERDDPEIE T D F THEMK
B OEESS H B O IR I FHE SRV L O T
BEIbZ &,
(MLDETIREEREME 2445 MBENEHE. MR
EEARBAZESE 24 S EBLFIE. R RIZH 1T D IREE
BFEmE., HRFEENZE)

8.6 THIMICH SIS T HMMEZ M L. A%hit
DD LI WIESICITER L E LenwD &
(MEFHERARE)

8.7 EHIMICIR ESE IS T HME 23 M L. A it
RO DR WA ITITER L FE LW &y

8.4~8.7 : BUTHSFICELF—& L
77,

1.8.1.4.2 RHEDOERZATLBEICHI IR

9. RENEREHIHBEHICHTIIE (B

RERM

9.7/MNR%

R HEBE LIS O/ 23 g & U T2 B R ERIX
£y T DNGAYAIAN

FABR 20090 - Efin L7722 &b,
FIBHEESE LIS D/ NS | L LT,

S

1.8.1.4.3  EIER

1. BIER ()

RERN

11.1 EXGEER

11.1. 1 R[EE

IRNZE (0.2%) . IRE B5- (4.3%) . AL < B
(1.2%) . SMEMEEWNEE (0.7%) | AEREH
(0.7%) . MEEEfass BRRFL (0.4%) | AR H M
(0.4%) . MEILHBE (0.06%) . HEPEZIL
(0.09%) . #MAMEEsE ERIE<BE (0.03%) b oHb
N5 ERH5, [8.3, 8.4, 9.1. 1 B]

11.1. 2 fxiZedp (0. 2%)

[9.1.2, 15. 1.1 ]

VIEW 1 7Bk, VIEW 2 #&BR. GALILEO i
B, COPERNICUS #kf#, MYRROR 7l
VIVID-DME #%%%. VISTA-DME %R .
VIVID-JAPAN 5Bk . VIBRANT 3Bk, VEGA
Bk K O VENERA 352, FIREFLEYE 35
DOFF 12 R TOPFEMITIC LD . BIE
FORBIBEE 2R LT,
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11.

BlfEA (%)

RERHL

11.2 20D EIERA

5%
Utk

1~5%
ES ]

1% it

EEE)
(HITAR
i)

I
(22.8%)

IRFEML, AR
FER

A, R
{85, FBSENE, falsE
O, LR
W, S, fal
%, HIBERIHIN, i
BO7 VT FEFEFE
i, IR,
VI, MR, 7L
LRI,
D5 W, BT
Beth%e, 7 RO
. GG, ACF
%, WG

EEE)
(PR
i)

TR

RN DRI RN
R, BEBERAEIE
SHBEIERE, BB
fL. HBERR,
PRI, AER A,
AR T HRAEIE AR
R, Ml ER
bR, AERRS B
iE. A%

EE&)
GES

HRAL)

AL ERAL S
J . TESERAL
Hiifn.

TR RS, 1E
SRALALBE,  TESED
PR, TESHHRAL
HEl VRSP

i TESFTEAL IR,
TEST AL IEAR . VR
AN

EE&)
(oD
i)

IR¥m

R > TRk
AR, PRIR
N, .
ARER A PRI

MRAE. NRHzke, IRZ
S PRI, IR HLH
&, IRRevEiE, IR
RBsz, IR, IR
Brge . R & BR i
i, IRESAEAR. &R
JERE, B, Bk
= OEE, e
JiE. ALEIZ K BDIE
Jm. HITIET

&
&

Z OFEIE, FLBE

=
5

re L U i
et

VIEW 1 3Bk, VIEW 2 3Bk, GALILEO #&
. COPERNICUS 7%, MYRROR Ftf5#
VIVID-DME 55k, VISTA-DME #U5# .
VIVID-JAPAN 3B, VIBRANT 3Bk, VEGA
5% K OF VENERA #5%, FIREFLEYE 5k
DFt 12 RERCOPFEMATIC L v . BIE
FORBBEZ TR LT,
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11. BER () X TEARHL
K SEGRESE . AN
TH{bas L
WA IR 75 BN R, JRPH
VR VT T =
> LesEn
Dl APLRG, S, 3
YrBHOE, SRR
E)  [8.3 &)
1.8.1.4.4 ZTDMDFE
15. ZofnFE () R TEIR L
15.1 ERERERAICE D < 1EHR

15 1.1 ARFIEGIC LY, 280 VEGF FEICERT 5
Bk MR ZEfe | BT 2 A E S (LIZE, Hzs
L M SEEE) RBLT D RTREME B D, BN
%ﬁ%%@%ﬁ%ﬁ%mﬁﬁ%ﬁiﬁéht%mw
RBR (2 BROPFEMNT (2 4R 1 12T 28k
FeZEfe BE S DR BLRIL, ﬁﬁ&%ﬁ G 3. 3%
(1824 il 60 ) T o7, MERETLFFREZEAE
WD BB IE 2 5 5 BEE 2 PRI ENA T E i
éht%mﬁﬁ%[ﬂﬁ&(mﬁﬁklwﬁ%)@
OFE M) (2B 2Bk Ae ZERR B R O R R
i Kﬁ%ﬁﬁ RTO0.6% (317 Bk 2 f5]) T -

o MAMEERIR > B PAZERE L2 fF © BB EIE A2 A 5 i

%%ﬁ% IW%T%M%&R%MW%%[J%%

(Mﬁﬁ)] BT D BRI AR FEAR B S G DS I

RIx, K%&ﬁ# RT0.6% (158 B 141]) TH
ot FRUT AR 331 2 RS 8T A= ifn 3 ;R % X 52
Kﬁmﬂﬁiméﬂt%mmﬁﬁ[iﬁ%(%ﬁ
M) 1 1cBiT 2 RIS ZERR B 5 O R RIL

Kﬁ&ﬁﬁ %Toméumﬁﬁlﬁ)f%ot
B RIS BT 2 A3 2 BB 2 et BRI BN C E i
éﬂt%HWﬁﬁ[Bﬁ&(lﬁﬁ)wﬁé%ﬁlm

B pEIRIMAR ZEAR B E F G DR BLRIL, AHKIR G

BERIRT 2.9% (730 il 21 f5]) Thot-, MEHE
RN B B 2 R RIC IWT%@éﬂt FIFERER [2
AR (13HEME 5@EM) ] 1B 2EhRiM AR ZER
RE S DR BLRIL, Kﬁ&ﬁﬁ R 1.5% (66
1B Thoto, RRAEHFYEEE & X5 [EN
S CHEE S - B IARRER (135 (24 ) ] T

15. 1.1 : 388& 20090 ©DF — X | FS &
BRE L7, RADHEEZXS L LT
AR TIL, PIEZBESPER T CHEIR
MARSE ORI T 7203, 3R
20090 TITHIEZBRIT X H0HIFAT
7o 77, MedDRA FEVER R
(SMQ) > T = Hr XA 5% 5 1 A e
= KO MM EER) (X IEE
8 72 Jibd H 1 N ONIMAE O AE Bl 23 R E S
el et [EfkifeZERIE GEE
B, ME) | & Lk,
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15

15, ZDHDFE (F)

RERHL

FEAR M AR ZERR B S (GEEEE OB M, AiE)
DIEBRIT, A GREEAET 5. 1% (79 B4 4 $1)

Thot, [9.1.2, 11.1.2 ]
15.1.2~15.1.3
A (EFERL)

15. 2 JERREREHER IZE D { 1BHR

Pz 4 ERERRR T 8 » A M RN 5% D
JRELRR AR IC BV T, 2 KO dmg/ IR ERED
SRR (SR ER2) (R 70 VD A SRS
EoRTEMWNEE SN, RIS K 0 [EET S AT
WML TH o7, 0. bmg/HRFEGREIZ Ha%AT AR
DoAY, YHE (EEEE) (BT 2 ik
BT T 7 ) )Lt 7 N OIREE &L, BRR TN EE BT
MBI 2mg HE T ANKIER G L1z & & DER
REBICHIT D Cmax L TNAUC DZFNF I 42 £ ) )56
FEICFEY U, RBVEEEYE B 0. 4mg Z A8 1A
HEEE L& X O Cmax D 2 (2ICHAHY LT,

15.2 : YV OREFHRBR CHA LN
AT RICOWT, KRBV HEIRAE (265
B~ — P % iBR L,
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& 1.8-1:RP EZFZXMRE LI-ERXREMARBRICEVOTHRESW=EHER (N=79)

BI{EM (MedDRA ver23. 1) W )
AFIE B3 17 (21.5%)
IR e 7 10 (12.7%)
A HH 4 (5.1%)
HERS H 1 3 (3.8%)
£ W5 N 1 (1.3%)
A I P € 1 (1.3%)
HE NG e 1 (1.3%)
HHEB i, 2 g 1 (1.3%)
Bl - (A TRV 1 (1.3%)
— - BHEER X OB G OREE 5 (6.3%)
TESTERA i 3 (3.8%)
TESHRAL RS 1 (1.3%)
L3 1 (1.3%)
B R R A 3 (3.8%)
AR 5 3 (3.8%)
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#1.8—2: AMD, RVO . mCNV . DME, NVG % Uf ROP M 4HiKER 12 SHERTHE L -BIEFRD—&
(&M EBARAER EDEE)

ARIVERZS LGS GEBUBEED) 4R 1, 389/3, 2901 (42.2%) . HAAAEER 103/3994 (25.8%)
(MedDRA ver. 23.1)

B4 ($ERE) B4 ($ERE)
ElERA £5£MH SHERARAN ElERA £5£MH SEEAAN
MedDRA ver. 23.1 '\(l1=§62°2;) ('\1'38:‘?/3 MedDRA ver. 23.1 '\(l1=§62°2;) ('\1'38:‘?/3
[DMEREE] 5( 0.2%) 3 ( 0.8%) A {4 H 1 12 ( 0.4%)
M B RAE (AR 1 ( <0.1%) RZATA 11 ( 0.3%)
MR LA E 1 ( <0.1%) 1 ( 03%) AR AR 10 ( 0.3%)
T L R AR 1 (<01%) | 1 ( 03%) T A TR ¥ 10 (- 0.3%) 1 ( 03%)
D AEZE 1 ( <0.1%) RIS 9 ( 03%)
D R 1. 1 ( <0.1%) 1 ( 03%) FE A 8 ( 0.2%)
[BEELUVARBRIEE] 3 ( <0.1%) 1 ( 03%) AR B i 5 8 ( 0.2%)
[El#EPED FU 2 ( <0.1%) il P 7 ( 0.2%)
HET 1 ( <0.1%) 1 ( 03%) FTANED 7 ( 0.2%)
[ERFEE] 1220 ( 37.1%) | 82 ( 20.6%) FE N i 7 ( 0.2%)
N 1. 750 ( 22.8%) | 53 ( 13.3%) B BRI 7 ( 0.2%)
{555 250 ( 7.6%) | 10 ( 2.5%) fiEO7LT 6 ( 0.2%)
R R UNESiL7)] 119 ( 3.6%) 4 ( 1.0%) £ 6 ( 0.2%)
AR sfIlE 87 ( 2.6%) 1 ( 03%) AIR i V2 At 6 ( 0.2%)
AR 75 fL 85 ( 2.6%) | 2 ( 0.5%) MR AR 6 ( 02%)
AR o> Sk 83 (1 2.5%) 1 ( 03%) W75 )] DH e 6 ( 0.2%)
RIEHE M 72 ( 22%) 1 ( 03%) AR D B4 & 5( 02%) 1 ( 03%)
T 41 ( 1.2%) AR 2% 5( 02%)
B {4 1 40 ( 1.2%) ) LTS 5( 02%) 1 ( 03%)
FUIR A 36 ( 11%) | 15 ( 3.8%) SHBE L 5( 02%) 1 ( 0.3%)
AR ES A PR Ja% 32 ( 1.0%) gt 5( 02%)
FE N 1. 28 (1 0.9%) 1 ( 03%) EARIE 5 ( 0.2%)
HHESE H afn. 22 (1 07%) | 3( 0.8%) Kbk B D 4 ( 0.1%)
HEIET 22 (1 0.7%) T LK —PEAE S 4 ( 0.1%)
AIEOHA 21 ( 0.6%) 2 ( 0.5%) IR BARIR S 4 ( 0.1%)
FIPpE D 19 ( 0.6%) 1 ( 03%) HHEREE e g 4 ( 0.1%)
AR A A 19 (' 0.6%) A M N S B A 3 ( <0.1%)
e AR FEAE 18 ( 0.5%) 1 ( 03%) ARATAR LA M P 3 ( <0.1%)
I EE 18 (1 0.5%) 1 ( 03%) JEARE 3 ( <0.1%)
AREHFESE 17 ( 0.5%) 1 ( 0.3%) B FE IR 3 ( <0.1%)
A 17 ( 0.5%) R 3(<01%) | 2 ( 0.5%)
14 N il 16 ( 0.5%) 1 ( 0.3%) AR AL L 3 (<0.1%)
FIEE b B R AR 14 (1 0.4%) 1 ( 03%) HERE Sy S 3 ( <0.1%) 1 ( 03%)
ARAR 13 ( 0.4%) HEREE T BAEE 3 ( <0.1%)
Ml fass B 13 ( 0.4%) 1 ( 03%) — M B 2 ( <0.1%)
B ? 12 ( 0.4%) 1 ( 03%) KB ENRE Y 2 ( <0.1%)
HEME NN EE B2 2 ( <0.1%)
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IR J A 2 (<0.1%) | 1 ( 03%) A% LAY 1 ( <0.1%)

AR Wil 2 ( <0.1%) T . 1 ( <0.1%)

PR 2 ( <0.1%) T BERE I 1 ( <0.1%)

A JEE 2 ( <0.1%) TEBE{A M FL 1 ( <0.1%)

KRR Y 2 ( <0.1%) BT 1 ( <0.1%)

TR 2 ( <0.1%) TRATAR 2 1 ( <0.1%)

LEILEaIIREEE S 2 (<0.1%) B ppiek L i 1 ( <0.1%)

PSS 2 ( <0.1%) IR 25 J) [ Ve i 1 ( <0.1%)

NS A 2 ( <0.1%) AR 5 J) DR A A 1 ( <0.1%)

HEEE T I 2 ( <0.1%) RS H 1(<0.1%) | 1( 03%)

MR bR E 2 ( <0.1%) SRS i 1 ( <0.1%)

HEREE T 2 ( <0.1%) SR RN e 1 ( <0.1%)

SEIESR 2 ( <0.1%) N IWIREFS 1 ( <0.1%)

[ERR LSO 2 ( <0.1%) RETENR 1 ( <0.1%)

PAZERE A Fk P B 1 ( <0.1%) 1B ME AR JE 1 ( <0.1%)

ABDRIE 1 ( <0.1%) T (A 1 e (i 1 ( <0.1%)

AR e gt 1 ( <0.1%) BT A28 1 ( <0.1%)

KW 1 ( <0.1%) 7= 1 ( <0.1%)

R ENG] 1 ( <0.1%) A& 1 ( <0.1%)

Eig;ﬁVX?m‘” 1 (<0.1%) [EH%F%] 4( 0.1%)

IR 1 (<0.1%) AL 2 (<0.1%)

e 1 ( <0.1%) A 1 (<0.1%)

Py—— L (<0.1%) 1PNz _ . 1 ( <0.1%)

[— -2 EBESLVE o )

B 1 ( <0.1%) 5 #R i D4R BE] 157 ( 4.8%) 4 ( 1.0%)

AL BRI AR 1 ( <0.1%) TSR 87 ( 26%) | 4 ( 1.0%)

AR 1 ((<0.1%) PESHEAT 1 45 ( 1.4%)

74 B 1 ( <0.1%) TSRS A P 12 ( 0.4%)

AR 1 ((<0.1%) PESHERAL R PR 4( 0.1%)

Fh ML 1 (<0.1%) PES AL 4 ( 0.1%)

AN 0 5% L 1 I 1 ( <0.1%) TR 2 (<0.1%)

Bl PRI A B AR 1 ( <0.1%) o 2 (<0.1%)

i 1 (<0.1%) VEARHEB AL 2 (<0.1%)
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N i) 1 ( <0.1%) LSRRI 2 ( <0.1%)
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B 3 Bt o 1 ( <0.1%) TSR IR AR 2 ( <0.1%)

ARBSZ SEEAE 1 ( <0.1%) T PR 1 ( <0.1%)

LA 1 ( <0.1%) S 1 ( <0.1%)

(RS 1 ( <0.1%) AT 1 ( <0.1%)




1.8.1 IRME () ORERIL
Bayer Yakuhin, Ltd. Page 14 of 15
Bl %k (SR ) Bl %k (SR )
ElERA £5£MH SEEAAN ElERA £5£MH SEEAAN
MedDRA ver. 23.1 "(':36%2;) ("1';8?/3 MedDRA ver. 23.1 "(':36%2;) ("1';83?)
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SMEIE A P Y 1 ( <0.1%) REMED F 1 ( <0.1%)
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ALTE A% AR 1 ( <0.1%) HRAE 1 ( <0.1%)
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LB 1% H 1. 1 ( <0.1%) [BBLUVRBEE] 6 ( 02%) 4 ( 1.0%)
PoR—r 1 ( <0.1%) EAR 3(<01%) | 2( 0.5%)
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WA B F - 3 ( <0.1%) %xif%%ﬁérfﬁ%: 1 ( <0.1%) 1 ( 03%)
fiLeh /L7 5= B 3 (<0.1%) K[ﬁugﬁi%ﬂ@;m;mﬁﬁ 8 ( 02%) | 2( 05%)
i -5 2 ( <0.1%) B 3 ( <0.1%)
§$§E/7v7%: 2 ( <0.1%) St 2(<01%) | 1( 03%)
i1 2 1 (<0.1%) TR PR 1 (<0.1%)
HFRRERA 1 (<0.1%) it B L (<01%) | 1 03%)
R R 1(<01%) | 1( 03%) ki 1 (<0.1%)
IREAL T 1 ( <0.1%) 1( 03%) Ll 1 (<0.1%)
R R I 1(<0.1%) it L (<0.1%)
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e I 14 ( 04%) | 4 ( 1.0%)
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PR 1 ( <0.1%)
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PG 1 ( <0.1%)
[N BELVCRELE] 8 ( 0.2%) 1 ( 03%)
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L - A& [P T IRAS IS AL M55 % £ 5 Iniin s BE 28 ME ]
77UVt N GEGTREZ) &L T2mg (0.05mL) 215 HZ&IT1
[, de 3 [\ CEAH]) W ENRET 5, TOHOMERICI VT,
WE, 2 HZEICLEL, T AERRNEET S, ok, ERICK Y EEMELY
WEHMEHT228, 1 » AU EHITHZ &,
[HERFRIREAZESE (ZLE © BB, SRR 3810 2 JIRAS IS8T A= ifn A2 ]
77Vt GBI ) &L TC1EIHZY 2mg (0.05mL) ZAHF
KNEEET 5, BE5REEX. 1 AU ESHITDZ L,
U PR 93 25 B
77V GEIG ML) &L CT2mg (0.05mL) &1 5 HZ&C1
[B], #fE 5 [ T ARNEEE T 5, TO%IL, @FE, 25 AZ &I 1R, T
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[ 155 587 A Ak N
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BIFEE DR E JRA - SR
A Aok BISE, LG EEEIE N,

iEq6) B 77 )T N GG Z)

HESY - Rk

A
AT VELH
B 7244 T AV —T RN ESHK 40mg/mL
D=y 1 Eo$5E (0.05mL) o,
77V N GEEFMEEZ) 2mg
LA 7 (0.278mL) H,
77V N GRE B Z) 11, 12mg
X LA
k54 TA V=TT AENES AN > » 40mg/mL
BAy - E 1 Blo# 55 (0.05mL) .
77V N BB L) 2mg
139> (0.165mL) H,
77U TN (BRI Z) 6. 6mg
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(mg/kg) o, Bigk ChEkE
AV UX T LG | EIE
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BLA Application number Research
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pharmacodynamics:8-10
5.4.2 BHEIRL Incidence of retinopathy of prematurity from 1996 [Chiang MF et al., Chiang MF - jE%7S Ophthalmology HEER -
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5.4.3 BHEIRL Retinopathy of prematurity Hellstrém A et al., Hellstrém A - jE%7S Lancet 2013: HEER -
Lancet 2013: 382:1445- 382:1445-1457
1457
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5.4.5 BHEIRL The biology of retinopathy of prematurity: how Smith LE et al., Clin Smith LE - %S Clin Perinatol HEER -
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Weight Infants 55:6194-6203 55:6194-6203
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countries 1997:350:12-14 1997:350:12-14
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Classification of Committee for
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Prematurity., Arch Classification
Ophthalmol 2005:123:991- [of Retinopathy
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5.4.14 TR ARAAEMEBOE  IRFHROE B & OREERE TRHHA. AARDIRE2014: B ARG - EH AADIRFI2014:85 (BB &R -
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5.4.17 EHERL Ranibizumab versus laser therapy for the treatment [Stahl A et al., Lancet Stahl A - Yok Lancet HEZEE -
of very low birthweight infants with retinopathy 2019:394:1551-1559 2019:394:1551—
of prematurity (RAINBOW): an open—label randomised 1559
controlled trial
5.4.18 EHERL VEGF-A, VEGFR-1, VEGFR-2 and Tie2 levels in plasma |Pieh C et al., Br J Pieh C - Yok Br J Ophthalmol HEZEE -
of premature infants: relationship to retinopathy [Ophthalmol 2008:92:689— 2008:92:689-693
of prematurity 694
5.4.19 EHERL Roles of vascular endothelial growth factor and Stone J et al., Invest Stone J - Yok Invest Ophthalmol |Z&EEE} -
astrocyte degeneration in the genesis of Ophthalmol Vis Sci Vis Sci
retinopathy of prematurity 1996:37:290-299 1996:37:290-299
5.4.20 BHERL Histopathology and vascular endothelial growth Young TL et al., J AAPOS |Young TL - A+ J AAPOS BEER -
factor in untreated and diode laser—treated 1997:1:105-110 1997:1:105-110
retinopathy of prematurity
5.4.21 EHERL Comparison of clinical outcomes of intravitreal Sukgen EA et al., Graefes|Sukgen EA - Yok Graefes Arch Clin |BZ& ¥} -
ranibizumab and aflibercept treatment for Arch Clin Exp Ophthalmol Exp Ophthalmol
retinopathy of prematurity 2019:257:49-55 2019:257:49-55
5.4.22 EHERL Structural, visual and refractive outcomes of Salman AG et al., Salman AG - Yok Ophthalmic Res HEE R -
intravitreal aflibercept injection in high-risk Ophthalmic Res 2015:53:151 2015:53:15-20
prethreshold type 1 retinopathy of prematurity 20
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112 ST ER—E -5 EFENLEHR Page 6 of 7
#I[E (0000) sqE s . sEmm o =
BTANES | R 50 54 b1 B FE4  |BREENN| HEE B e et
= > 3 2
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Rev. 1 Corr. 2 92217/2009 Rev.
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5.4.29 EHERL Final results of the Early Treatment for Good WV et al., Trans Am |Good WV - Yok Trans Am HEEE -
Retinopathy of Prematurity (ETROP) randomized Ophthalmol Soc Ophthalmol Soc
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5.4.33 BHEIRL Multicenter trial of cryotherapy for retinopathy |Cryotherapy for Cryotherapy for - jE%7S Arch Ophthalmol HEER -
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5.4.34 EHERL Screening Examination of Premature Infants for Fierson WM et al., Fierson WM - Yok Pediatrics HEEE -
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5.4.35 BHERL Retinopathy of prematurity: An update on screening |Jefferies AL, Paediatr Jefferies AL - %S Paediatr Child BEER -
and management Child Health 2016 :21:1011 Health
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5.4. 36 BHERL UK retinopathy of prematurity guideline Wilkinson AR et al., Eye |Wilkinson AR - %S Eye 2009:23:2137- [BEZ&F} -
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