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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

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

INDICATIONS AND USAGE

EYLEA HD is a vascular endothelial growth factor (VEGF) inhibitor
indicated for the treatment of patients with:

o Neovascular (Wet) Age-Related Macular Degeneration (nAMD) (1.1)
e Diabetic Macular Edema (DME) (1.2)

e Diabetic Retinopathy (DR) (1.3)

DOSAGE AND ADMINISTRATION
o Neovascular (Wet) Age-Related Macular Degeneration (nAMD)
e The recommended dose for EYLEA HD is 8 mg (0.07 mL of
114.3 mg/mL solution) administered by intravitreal injection every 4
weeks (approximately every 28 days +/- 7 days) for the first three doses,
followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week. (2.2)
Diabetic Macular Edema (DME)
e The recommended dose for EYLEA HD is 8 mg (0.07 mL of
114.3 mg/mL solution) administered by intravitreal injection every 4
weeks (approximately every 28 days +/- 7 days) for the first three doses,
followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week. (2.3)
¢ Diabetic Retinopathy (DR)
e The recommended dose for EYLEA HD is 8 mg (0.07 mL of
114.3 mg/mL solution) administered by intravitreal injection every 4
weeks (approximately every 28 days +/- 7 days) for the first three doses,

followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 12 weeks, +/- 1 week. (2.4)

DOSAGE FORMS AND STRENGTHS
e Injection: 8 mg (0.07 mL of 114.3 mg/mL solution) in a single-dose vial (3)

CONTRAINDICATIONS
e Ocular or periocular infection (4.1)

e Active intraocular inflammation (4.2)

e Hypersensitivity (4.3)

WARNINGS AND PRECAUTIONS

e 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 (>3%) reported in patients treated with
EYLEA HD were cataract, conjunctival hemorrhage, intraocular pressure
increased, ocular discomfort/eye pain/eye irritation, vision blurred, vitreous
floaters, vitreous detachment, corneal epithelium defect, and retinal
hemorrhage. (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: 8/2023
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FULL PRESCRIBING INFORMATION

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

1.1 Neovascular (Wet) Age-Related Macular Degeneration (nAMD)
1.2 Diabetic Macular Edema (DME)
1.3 Diabetic Retinopathy (DR)

2 DOSAGE AND ADMINISTRATION

2.1 Important Injection Instructions

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

A 5-micron sterile filter needle (18-gauge % 1's-inch), a I-mL Luer lock syringe and a 30-gauge
x J2-inch sterile injection needle are needed.

EYLEA HD is available packaged as follows:
e Vial Only
¢ 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 (hnAMD)

The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3 mg/mL solution)
administered by intravitreal injection every 4 weeks (approximately every 28 days +/- 7 days) for
the first three doses, followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week.

2.3 Diabetic Macular Edema (DME)

The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3 mg/mL solution)
administered by intravitreal injection every 4 weeks (approximately every 28 days +/- 7 days) for
the first three doses, followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week.

Reference ID: 5229439
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2.4 Diabetic Retinopathy (DR)

The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3 mg/mL solution)
administered by intravitreal injection every 4 weeks (approximately every 28 days +/- 7 days) for
the first three doses, followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 12 weeks, +/- 1 week.

2.5 Preparation for Administration

The EYLEA HD glass vial is for one-time use in one eye only. Discard unused portion.
EYLEA HD does not contain an anti-microbial preservative. Extraction of multiple doses from a
single vial may increase the risk of contamination and subsequent infection.

Do not use if the package or its components are expired, damaged, or have been tampered with.
Check the label on the vial to make sure you have the correct aflibercept strength.

Prepare for intravitreal injection with the following medical devices for single use.
e a 5-micron sterile filter needle (18-gauge % 1'2-inch)
e a l-mL sterile Luer lock syringe (with marking to measure 0.07 mL)
e asterile injection needle (30-gauge x '2-inch)

1. Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. Do not use the vial if
particulates, cloudiness, or discoloration are visible.

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

Reference ID: 5229439



BLA 761355
Page 9

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

Figure 2:

4. Use aseptic technique to carry out steps 4 — 11. Remove the 18-gauge x 1'2-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 3).

Figure 3:

5. 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.

6. Withdraw all of the EYLEA HD 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

Reference ID: 5229439
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during withdrawal keeping the bevel of the filter needle submerged in the liquid (see Figure
4a and Figure 4b).

Figure 4a: Figure 4b:

Needle Bevel
Pointing
Down

Solution

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

8. 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.

9. Remove the 30-gauge x '%-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 5).
Figure 5:
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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 6).
Figure 6:

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 0.07 mL on the syringe (see Figure 7a and

Figure 7b).
Figure 7a: Figure 7b:

2.6 Injection Procedure

The intravitreal injection procedure should be carried out under controlled aseptic conditions,
which include surgical hand disinfection and the use of sterile gloves, a sterile drape, and a
sterile eyelid speculum (or equivalent). Adequate anesthesia and a topical broad—spectrum
microbicide should be given prior to the injection.

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

Reference ID: 5229439
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Following intravitreal injection, patients and/or caregivers should be instructed to report any
signs and/or 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 vial should only be used for the treatment of a single eye. If the contralateral eye requires
treatment, a new vial should be used and the sterile field (including a new syringe, gloves,
drapes, eyelid speculum, filter and injection needles) should be changed before EYLEA HD is
administered to the other eye.

After injection, discard any unused product or waste material in accordance with local
regulations.

3 DOSAGE FORMS AND STRENGTHS

EYLEA HD is a clear to slightly opalescent, colorless to pale yellow solution available as:

e Injection: 8 mg (0.07 mL of a 114.3 mg/mL solution) in a single-dose glass vial

4 CONTRAINDICATIONS

4.1 Ocular or Periocular Infections

EYLEA HD is contraindicated in patients with ocular or periocular infections.

4.2 Active Intraocular Inflammation

EYLEA HD is contraindicated in patients with active intraocular inflammation.

4.3 Hypersensitivity

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

5 WARNINGS AND PRECAUTIONS

51 Endophthalmitis and Retinal Detachments

Intravitreal injections including those with aflibercept have been associated with endophthalmitis
and retinal detachments [see Adverse Reactions (6.1)]. Proper aseptic injection technique must
always be used when administering EYLEA HD. Patients and/or caregivers should be instructed
to report any signs and/or symptoms suggestive of endophthalmitis or retinal detachment without
delay and should be managed appropriately [see Dosage and Administration (2.6) 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 HD [see Adverse Reactions (6.1)]. Sustained increases in intraocular
pressure have also been reported after repeated intravitreal dosing with vascular endothelial
growth factor (VEGF) inhibitors. Intraocular pressure and the perfusion of the optic nerve head
should be monitored and managed appropriately [see Dosage and Administration (2.6)].

5.3 Thromboembolic Events

There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use of
VEGEF inhibitors, including EYLEA HD. ATEs are defined as nonfatal stroke, nonfatal
myocardial infarction, or vascular death (including deaths of unknown cause). The incidence of
reported thromboembolic events in the wet AMD study (PULSAR) from baseline through week
48 was 0.4% (3 out of 673) in the combined group of patients treated with EYLEA HD
compared with 1.5% (5 out of 336) in patients treated with EYLEA 2 mg. The incidence of
reported thromboembolic events in the DME study (PHOTON) from baseline to week 48 was
3.1% (15 out 0of 491) in the combined group of patients treated with EYLEA HD compared with
3.6% (6 out of 167) in patients treated with EYLEA 2 mg.

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 1164 patients were treated with EYLEA HD and 503 patients were treated with
EYLEA 2 mg in two clinical studies. The most common adverse reactions reported in >3% of
patients treated with EYLEA HD were cataract, conjunctival hemorrhage, intraocular pressure
increased, ocular discomfort/eye pain/eye irritation, vision blurred, vitreous floaters, vitreous
detachment, corneal epithelium defect, and retinal hemorrhage. The data described below reflect
exposure to EYLEA HD or EYLEA 2 mg in controlled clinical studies (PULSAR and
PHOTON), each for 48 weeks [see Clinical Studies (14.1, 14.2)].
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Table 1: Adverse Reactions (>1%) in at least one group in the PULSAR or PHOTON
studies

Adverse Reactions PULSAR PHOTON

EYLEA EYLEA EYLEA EYLEA EYLEA EYLEA

HD q12 HD q16 208 HD q12 HD q16 208

n=335 n=338 n=336 n=328 n=163 n=167

Cataract? 4% 4% 4% 3% 6% 3%
Conjunctival hemorrhage? 3% 2% 1% 4% 4% 4%
Intraocular pressure increased? 4% 4% 2% 3% 1% 4%
Ocular discomfort/eye pain/eye 3% 3% 2% 4% 2% 4%
irritation®
Vision blurred? 4% 6% 7% 3% 3% 4%
Vitreous floaters? 1% 4% 3% 5% 2% 3%
Vitreous detachment? 2% 3% 2% 4% 2% 1%
Corneal epithelium defect? 2% 2% 3% 3% 6% 1%
Retinal hemorrhage 3% 3% 4% 0 4% 1%
Intraocular inflammation? 1% 1% 1% 1% 0 1%
Retinal pigment epithelial 2% 1% 2% <1% 0 0
tear/epitheliopathy?
Vitreous hemorrhage <1% 1% 1% 2% 1% 1%
Retinal Detachment? 1% <1% 0 <1% 1% 0
Foreign body sensation in eyes? 1% 1% 2% <1% 0 0
Retinal pigment epithelial 1% 1% 2% 0 0 0
detachment?

a Represents grouping of related terms

Adverse drug reactions (ADRSs) reported in <1% of participants treated with EYLEA HD were
ocular hyperemia (includes adverse events of conjunctival hyperemia, conjunctival irritation,

ocular hyperemia), lacrimation increased, eyelid edema, hypersensitivity (includes adverse

events of rash, urticaria, pruritus), retinal tear and injection site hemorrhage.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Adequate and well-controlled studies with EYLEA HD 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 exposure
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(based on AUC for free aflibercept) was approximately 0.9 -fold of the population
pharmacokinetic estimated exposure in humans after an intravitreal dose of 8 mg (see_Data).

Animal reproduction studies are not always predictive of human response, and it is not known
whether EYLEA HD 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 HD may pose a risk to human embryofetal development. EYLEA HD
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 0.9-fold of the population
pharmacokinetic estimated systemic exposure (AUC) in humans after an intravitreal dose of

8 mg.

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 HD is not recommended during breastfeeding.

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

Infertility

There are no data regarding the effects of EYLEA HD on human fertility. Aflibercept adversely
affected female and male reproductive systems in cynomolgus monkeys when administered by
intravenous injection at a dose 91 times higher (based on AUC of free aflibercept) than the
corresponding systemic level estimated based on population pharmacokinetic analysis in humans
following an intravitreal dose of 8 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 HD in pediatric patients have not been established.

8.5 Geriatric Use

In PULSAR, approximately 90% (604/673) of the patients in the HDq12 and HDq16 groups
were 65 years of age or older and approximately 51% (343/673) were 75 years of age or older.

In PHOTON, approximately 44% (214/491) of the patients in the HDq12 and HDq16 groups
were 65 years of age or older and approximately 10% (50/491) were 75 years of age or older.

10 OVERDOSAGE

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

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 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 HD (aflibercept) injection is a sterile, clear to slightly opalescent, and colorless to pale
yellow solution. EYLEA HD is supplied as a sterile, aqueous solution for intravitreal injection in
a single-dose glass vial designed to deliver 0.07 mL (70 microliters) of solution containing 8 mg
of aflibercept in a buffer containing arginine hydrochloride (0.737 mg), histidine (0.04 mg),
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L-histidine hydrochloride monohydrate (0.093 mg), polysorbate 20 (0.021 mg), sucrose (3.5 mg)
and water for injection with a pH of 5.8. EYLEA HD does not contain an anti-microbial
preservative.

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

Increased retinal thickness, assessed by optical coherence tomography (OCT), is associated with
nAMD and DME. Reductions in central subfield thickness (CST) were observed across all
treatment arms throughout the two Phase 3 studies in nAMD and DME.

12.3 Pharmacokinetics

EYLEA HD is administered intravitreally to exert local effects in the eye. In patients with wet
AMD, or DME, following intravitreal administration of EYLEA HD, 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

As no relevant differences in pharmacokinetics between the nAMD and DME populations were
observed based on a population pharmacokinetic analysis of the data, population
pharmacokinetic estimated parameters are presented for the two populations combined.
Following unilateral intravitreal administration of 8 mg aflibercept, the mean (SD) C,, of free
aflibercept in plasma was 0.30 (0.27) mg/L, and the median time to maximal concentration in
plasma was 2.9 days. The accumulation of free aflibercept in plasma following three initial
monthly intravitreal doses was minimal (mean accumulation ratio 1.2); subsequently, no further
accumulation was observed.

The volume of distribution of free aflibercept following intravenous (I.V.) administration of
aflibercept is approximately 7 L.
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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 median time to reach
non-quantifiable concentrations of free aflibercept in plasma for 8 mg administered intravitreally
was 3.5 weeks.

Specific Populations
Renal and Hepatic Impairment

Population pharmacokinetic analysis revealed that systemic exposures to aflibercept in patients
with mild to severe renal impairment (¢GFR 15 to <90 mL/min, estimated using the Chronic
Kidney Disease Epidemiology Collaboration (CKD-EPI) equation for eGFR were similar to
those with normal renal function. Mild hepatic impairment had no influence on systemic
exposures to aflibercept compared to patients with normal hepatic function. No data for patients
with moderate and severe hepatic impairment are available. No dose adjustment based on renal
or hepatic impairment status is needed.

Other

No dosage adjustment is required for any of the populations that have been studied (e.g., age and
race).

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and
specificity of the assay. Differences in assay methods preclude meaningful comparisons of the
incidence of anti-drug antibodies in the studies described below with the incidence of anti-drug
antibodies for other products.

During the 48-week treatment with aflibercept administrated IVT, the incidence of
anti-aflibercept antibody formation in the 8 mg treatment groups was 2.7% (25/937 participants
with nAMD [PULSAR] or DME [PHOTON]).

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.
All changes were reversible within 20 weeks after cessation of treatment. A No Observed
Adverse Effect Level (NOAEL) was not identified. Intravenous administration of the lowest dose
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of aflibercept assessed in monkeys (3 mg per kg) resulted in systemic exposure (AUC) for free
aflibercept that was 91 times higher than the population pharmacokinetic estimated systemic
exposure in humans after an intravitreal dose of 8 mg.

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, 4 or 7 mg per eye. At the
NOAEL of 0.5 mg per eye in monkeys, the systemic exposure (AUC) for free aflibercept was
approximately 3 times higher than the population pharmacokinetic estimated exposure observed
in humans after an intravitreal dose of 8 mg. Similar effects were not seen in clinical studies [see
Clinical Studies (14)].

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

The safety and efficacy of EYLEA HD were assessed in a randomized, multi-center, double-
masked, active-controlled study (PULSAR) in treatment-naive patients with nAMD. A total of
1009 patients were treated and analyzed for efficacy (673 with EYLEA HD). Patients were
randomly assigned in a 1:1:1 ratio to 1 of 3 treatment groups: 1) EYLEA HD administered
every 12 weeks following 3 initial monthly doses (HDq12); 2) EYLEA HD administered every
16 weeks following 3 initial monthly doses (HDq16); 3) EYLEA 2 mg administered every 8
weeks (2g8) following 3 initial monthly doses. In the EYLEA HD groups, patients could be
treated as frequently as every 8 weeks based on protocol-defined visual and anatomic criteria,
starting at week 16. Patients ranged from 50 to 96 years of age with a mean of 74.5 years. At
baseline, mean visual acuity was approximately 60 letters (range: 24 to 78 letters).

The primary efficacy endpoint was the change from baseline in BCVA at week 48 as measured
by the Early Treatment Diabetic Retinopathy Study (ETDRS) letter score.

Both HDq12 and HDq16 treatments were shown to be non-inferior and clinically equivalent to
2q8 treatment with respect to the change in BCV A score at week 48 using the pre-specified
non-inferiority margin of 4 letters. In patients completing week 48, the mean number of
injections administered were 5.2 in the HDq16 group (n=312), 6.1 in the HDq12 group
(n=316) and 6.9 in the EYLEA @8 group (n=309). Detailed results from the analysis of the
PULSAR study are shown in Table 2 and Figure 8 below.

Efficacy results in all subgroups (e.g., age, gender, geographic region, ethnicity, race, baseline
BCVA and lesion type) were consistent with those in the overall population.
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Table 2: Efficacy Outcomes (Full Analysis Set) in PULSAR Study
Efficacy Outcomes EYLEA HDq12 EYLEA HDq16 EYLEA 298
Full Analysis Set? N=335 N=338 N=336
Mean change in BCVA
as measured by ETDRS 6.7 6.2 7.6
letter score from baseline (12.6) (11.7) (12.2)
(SD) at week 48P
LS mean (SE) change 6.1 5.9 7.0
from baseline (0.8) (0.7) (0.7)
Difference in LS
mean ( 2-91 '(()) 9) ( 3-5'10 7)
(95% CI)e e R

BCVA = Best Corrected Visual Acuity; ETDRS = Early Treatment Diabetic Retinopathy Study; SD = Standard
Deviation; LS = Least Square; SE = Standard Error; CI = Confidence Interval; MMRM = Mixed Model for
Repeated Measurements
3 Full Analysis Set (FAS) includes all randomized patients who received at least 1 dose of study medication
b Observed values at week 48: n=299 for HDq12; n=289 for HDq16; n=285 for 2q8
¢ Estimate based on the MMRM model, was computed for the differences of HDq12 minus 2q8 and HDq16
minus 2q8, respectively, with two-sided 95% Cls

Figure 8: Mean Change from Baseline in BCVA as measured by ETDRS Letter Score by
Visits through Week 48 (Observed Cases)

14.2 Diabetic Macular Edema (DME)

The safety and efficacy of EYLEA HD was assessed in a randomized, multi-center, double-
masked, active-controlled study (PHOTON) in patients with DME involving the center of the
macula. A total of 658 patients were treated and analyzed for efficacy (491 with EYLEA HD).
Patients were randomly assigned in a 2:1:1 ratio to 1 of 3 treatment groups: 1) EYLEA HD
administered every 12 weeks following 3 initial monthly doses (HDq12); 2) EYLEA HD
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administered every 16 weeks following 3 initial monthly doses (HDq16); 3) EYLEA 2 mg
administered every 8 weeks (2q8) following 5 initial monthly doses. In the EYLEA HD groups,
patients could be treated as frequently as every 8 weeks based on protocol-defined visual and
anatomic criteria, starting at week 16. Patient ages ranged from 24 to 90 years with a mean of
62.3 years. A total of 44% of patients were previously treated for DME. At baseline, the overall
mean visual acuity was 63 letters (range: 24 to 79 letters).

The primary efficacy endpoint was the change from baseline in BCVA at week 48 as measured by
the ETDRS letter score. Both HDq12 and HDq16 treatments were shown to be non-inferior and
clinically equivalent to 2q8 treatment with respect to the change in BCVA score at week 48 using
the pre-specified non-inferiority margin of 4 letters. In patients completing week 48, the mean
number of injections administered were 5.0 in the HDq16 group (n=155), 6.0 in the HDq12 group
(n=298) and 7.9 in the EYLEA g8 group (n=156). Detailed results from the analysis of the
PHOTON study are shown in Table 3 and Figure 9 below.

Table 3: Efficacy Outcomes (Full Analysis Set) in PHOTON Study
Efficacy Outcomes EYLEA HDqgl12 EYLEA HDqgl6 EYLEA 208
Full Analysis Set? N=328 N=163 N=167
Mean change in BCVA as
measured by ETDRS letter
score from baseline (SD) at 8.8(9.0) 7.9 (8.4) 9.2 (9.0)
week 48°
LS mean (SE) change
from baselinee 8.1(0.6) 7.2(0.7) 8.7(0.7)
Difference in LS mean -0.6 -1.4
(95% CI)° (-2.3,1.1) (-3.3,0.4)

BCVA = Best Corrected Visual Acuity; ETDRS = Early Treatment Diabetic Retinopathy Study; SD = Standard
Deviation; LS = Least Square; SE = Standard Error; CI = Confidence Interval; MMRM = Mixed Model for
Repeated Measurements.
2 FAS includes all randomized patients who received at least 1 dose of study medication
b Observed values at week 48: n=277 for HDq12; n=149 for HDq16; n=150 for 2q8
¢ Estimate based on the MMRM model, was computed for the differences of HDq12 minus 2q8 and HDql16
minus 28, respectively with two-sided 95% Cls

Efficacy results in all subgroups (e.g., age, gender, geographic region, ethnicity, race, baseline,
BCVA, baseline CRT and prior DME treatment) were consistent with those in the overall
population.
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Figure 9: Mean Change from Baseline in BCVA as measured by ETDRS Letter Score by
Visits through Week 48 (Observed Cases)

14.3 Diabetic Retinopathy (DR)

Efficacy and safety data of EYLEA HD in diabetic retinopathy (DR) are derived from the
PHOTON study.

In the PHOTON study, a key efficacy outcome was the change in the Early Treatment Diabetic
Retinopathy Study (ETDRS) Diabetic Retinopathy Severity Scale (ETDRS-DRSS). Each
EYLEA HD group was compared to the 2q8 group using a NI margin of 10%.

The ETDRS-DRSS score was assessed at baseline and approximately every 3 months thereafter
for the duration of the study [see Clinical Studies (14.2)]. Baseline ETDRS-DRSS scores were
generally balanced across treatment groups.

Results from the analysis of ETDRS-DRSS scores at week 48 in the PHOTON study are shown
in Table 4 below:
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Table 4: Proportion of Patients Who Achieved a >2-Step Improvement from Baseline in the
ETDRS-DRSS Score at Week 48 (Full Analysis Set) in PHOTON

Efficacy Outcomes EYLEA HDqg12 EYLEA HDq16 EYLEA 208

Full Analysis Set? N=328 N=163 N=167

Proportion of patients with a >2-step
improvement on ETDRS-DRSS

0 0 0
from Baseline (%)P 29% 20% 27%
Difference®(%) 2% -8%
(95% CI) (-6.6, 10.6) (-16.9, 1.8)

Missing or non-gradable post-baseline ETDRS-DRSS values were imputed using the last gradable ETDRS-DRSS
values. Patients were considered as non-responders if all post-baseline measurements were missing or non-gradable.
Missing or ungradable baseline was not included in the denominator.

2 FAS includes all randomized patients who received at least 1 dose of study medication

b Last observation carried forward

¢ Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme

The EYLEA HDq16 did not meet the non-inferiority criteria for the proportion of patients with a
>2-step improvement on ETDRS-DRSS and is not considered clinically equivalent to EYLEA
administered every 8 weeks.

Results of the subgroups (e.g., age, gender, race, ethnicity, baseline BCVA and prior DME
treatment) on the proportion of patients who achieved a >2-step improvement on the ETDRS-
DRSS from baseline to week 48 were, in general, consistent with those in the overall population.
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

EYLEA HD (aflibercept) is a clear to slightly opalescent, colorless to pale yellow solution
supplied in the following presentations [see Dosage and Administration (2.5) and (2.6)]. Each
vial is for single eye use only. Discard unused portion.

NDC NUMBER CARTON TYPE CARTON CONTENTS
61755-050-01 Vial Kit with Injection e one EYLEA HD 8 mg (0.07 mL of a
Components 114.3 mg/mL solution), single-dose glass vial

e one 18-gauge x 1'5-inch, 5-micron, filter needle
for withdrawal of the vial contents

e one 30-gauge x "2-inch injection needle for
intravitreal injection

e one 1-mL syringe for administration
e one Prescribing Information

61755-051-01 Vial Only e one EYLEA HD 8 mg (0.07 mL of a
114.3 mg/mL solution) single-dose glass vial

e one Prescribing Information

16.2 Storage and Handling

Refrigerate EYLEA HD 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.

17 PATIENT COUNSELING INFORMATION

In the days following EYLEA HD 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 and/or caregivers 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 HD and the associated eye examinations [see Adverse Reactions (6)]. Advise patients
not to drive or use machinery until visual function has recovered sufficiently.
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Manufactured by:

Regeneron Pharmaceuticals, Inc.
777 Old Saw Mill River Road
Tarrytown, NY 10591-6707
U.S. License Number 1760

For patent information: https://www.regeneron.com/downloads/us-patent-products.pdf

EYLEA is a registered trademark of Regeneron Pharmaceuticals, Inc.
©2023, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Date: August 2023
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlightsdo not include all the information needed to use EYLEA
safely and effectively. Seefull prescribing information for EYLEA.

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

RECENT MAJOR CHANGES
Dosage and Administration (2.6, 2.8) 8/2022

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

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

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

e Diabetic Macular Edema (DME) (1.3)

e Diabetic Retinopathy (DR) (1.4)

—  DOSAGE AND ADMINISTRATION
e 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)

e 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 Vein 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)

e Active intraocular inflammation (4.2)

e Hypersensitivity (4.3)

WARNINGS AND PRECAUTIONS

e 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)

Toreport 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: 8/2022

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

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

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

1.3 Diabetic Macular Edema (DME)

14 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 '2-inch sterile injection needle is needed but not provided.

Vial: A 5-micron sterile filter needle (19-gauge % 1}5-inch), a I-mL Luer lock syringe and a
30-gauge x Y2-inch sterile injection needle are needed.

EYLEA is available packaged as follows:
e Pre-filled Syringe
e 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
Sudies (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.
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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 Sudies (14.2), (14.3)].

24 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
Sudies (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
Sudies (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 appearance of the syringe cap on the pre-filled
syringe may vary (for example, color and design). Do not use if any part of the pre-filled syringe
is damaged or if the syringe cap is detached from the Luer lock.

The intravitreal injection should be performed with a 30-gauge x '4-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.
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PRE-FILLED SYRINGE DESCRIPTION —Figure 1:

Syringe Cap EILL

LuerLock ——M8M — » %

0.05 mL Dosing Line——— | —

Plunget —8M —» @

Finger Grip —— _@

Plunger Rod ———MM

!lpY

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 (do not snap 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.
Figure2:

TWIST!
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4. ATTACH NEEDLE

Using aseptic technique, firmly twist a 30-gauge x Y2-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).

Figure4:
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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 5b).

Figure 5a: Figure 5b:

Solution after
expelling air bubbles

Plunger Dome and excess drug

Air Bubble

Dosing
Line

\ Plunger
Dome

Edge

Solution

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 a 5-micron sterile filter needle (19-gauge % 1'2-inch)
e a l-mL sterile Luer lock syringe (with marking to measure 0.05 mL)
e asterile injection needle (30-gauge x '2-inch)

1. Remove the protective plastic cap from the vial (see Figure 6).
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Figure6:

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

Figure7:

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).

Figure8:
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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).

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 Y2-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.

Reference ID: 5041404



BLA 125387/S-076
Page 11

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).

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:

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.

Pre-filled syringe: Inject by pressing the plunger carefully and with constant pressure. Do not
apply additional pressure once the plunger has reached the bottom of the syringe. A small
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residual volume may remain in the syringe after a full dose has been injected. This is normal. Do
not administer any residual solution observed in the syringe.

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

Following intravitreal injection, patients should be instructed to report any symptoms suggestive
of endophthalmitis or retinal detachment (e.g., eye pain, redness of the eye, photophobia,
blurring of vision) without delay [ see Patient Counseling Information (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 FORMSAND 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 Hyper sensitivity

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.

5 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
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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)].

52 Increasein 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
(VEGF) inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be
monitored and managed appropriately [ see Dosage and Administration (2.8)].

53 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
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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.

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 VIEW2) for 24 months (with active control in year 1) [see Clinical Sudies (14.1)].

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

Table1: Most Common Adver se Reactions (>1%) in Wet AMD Studies
Adver se Reactions Baselineto Week 52 Baselineto Week 96
EYLEA | ActiveControl EYLEA Control
(N=1824) | (ranibizumab) | (N=1824) (ranibizumab)
(N=595) (N=595)

Conjunctival hemorrhage 25% 28% 27% 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%
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Less common serious adverse reactions reported in <1% of the patients treated with EYLEA
were hypersensitivity, retinal tear, and endophthalmitis.

Macular Edema Following Retinal Vein Occlusion (RVO)

The data described below reflect 6 months exposure to EYLEA with a monthly 2 mg dose in
218 patients following 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 Sudies (14.2), (14.3)].

Table 2: Most Common Adverse Reactions (>1%) in RVO Studies
Adver se 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 Sudies (14.4)].
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Table 3: Most Common Adver se Reactions (=1%) in DME Studies
Adver se Reactions Baselineto Week 52 Baselineto 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%
Foreign body 3% 3% 3% 3%
sensation 1n 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 | mmunogenicity

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 L actation

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 M ales 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 M echanism 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 Phar macodynamics

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 Sudies (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 Phar macokinetics

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).

Absor ption/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: 0 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 mecg/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 (I.V.) administration of
aflibercept has been determined to be approximately 6L.

MetabolisnVElimination

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 I.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, M utagenesis, Impair ment 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 Phar macology

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 Degener ation (AM D)

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 in a 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 VIEW2 studies are shown in Table 4 and
Figure 13 below.
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Table 4: Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIEW1 and
VIEW?2 Studies
VIEW1 VIEW?2
EYLEA EYLEA ranibizu- EYLEA EYLEA ranibizu-
2 mg Q8 2 mg Q4 mab 2 mg Q8 2 mg Q4 mab
weeks ? weeks 0.5 mg weeks ? 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 1.3 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 3.2 -0.9 -2.0
mean
(95.1%CI) | (-2.0,2.5) (0.9,5.4) (3.1,13) | (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 (%)

Difference® (%) -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; CI = 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

2 After treatment initiation with 3 monthly doses

® 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 Changein Visual Acuity from Baselineto Week 96* in VIEW 1 and
VIEW?2 Studies

*Patient dosing schedules were individualized from weeks 52 to 96 using a modified 12-week dosing regimen.

VIEWI1 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.

Table5: 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% CI) (32.9, 56.6) (24.4,52.1)
Mean change in BCVA as -4.0 17.3 33 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)

2 Difference is EYLEA 2 mg Q4 weeks minus Control

Difference and CI 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 CI based on an ANCOVA model

o
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Figure 14: Mean Changein BCVA asMeasured by ETDRS L etter Score from Baseline
to Week 24 in COPERNICUS and GALILEO Studies

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 28+7 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.
Table6: 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 »° (%) 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 & ¢ 10.5¢
(95% CI) (7.1, 14.0)

2 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
Figure1l5: Mean Changein BCVA asMeasured by ETDRS L etter Score from Baseline
toWeek 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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Table7: Efficacy Outcomes at Weeks 52 and 100 (Full Analysis Set with LOCF) in
VIVID and VISTA Studies
VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2 mg Q8 2 mg Q4 2 mg Q8 2 mg Q4
weeks ? weeks weeks ? 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 12.5 0.2
as measured by 9.3 9.6 10.6 8.2 9.5 12.5
ETDRS letter score ©3) ©-©) ( ) 82) ©-3) ( )
from Baseline (SD)
Differenceb ¢ in LS 9.1d 9.3d 10.54 12.24
mean (6.3,11.8) (6.5, 12.0) (7.7,13.2) (9.4, 15.0)
(97.5% CI)
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%4 23.3%4 34.2%"
(%) | (13.5,34.9) | (12.6,33.9) (13.5,33.1) | (24.1,44.4)
(97.5% CI)
Efficacy Outcomesat Week 100
Mean change in BCVA 9.4 11.4 0.7 11.1 11.5 0.9
as measured by 10.5 11.2 11.8 10.7 13.8 13.9
ETDRS letter score ( ) ( ) ( ) ( ) ( ) ( )
from Baseline (SD)
Difference® ¢ in LS 8.2d 10.74 10.14 10.64
mean (5.2,11.3) (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 Difference® ¢ 19.0%4 26.1%4 20.1%4 25.8%4
() | (8.0,29.9) | (14.8,37.5) (9.6,30.6) | (15.1,36.6)
(97.5% CI)

3 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

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

adjusted by protocol specified stratification factors
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Figure16: Mean Changein BCVA asMeasured by ETDRS L etter Score from Baseline
toWeek 100in VIVID and VISTA Studies

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 HbA 1c, 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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145 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 Sudies (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 § below.

Table8: Proportion of Patients Who Achieved a>2-Step I mprovement from Baseline

inthe ETDRS-DRSS Scoreat Week 100in VIVID and VISTA Studies

VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2 mg Q8 2 mg Q4 2 mg Q8 2 mg Q4
weeks ? weeks weeks ? 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 o o 0 o o o
Baseline (%) (32%) (28%) (7%) (38%) (38%) (16%)
Difference® ¢ (%) 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)
2 After treatment initiation with 5 monthly injections

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

¢ Difference with confidence interval (CI) was calculated using Mantel-Haenszel weighting scheme adjusted by

protocol specified stratification factors
4 Difference is EYLEA minus Control group

¢ p<0.01 compared with Control

Results of the evaluable subgroups (e.g., age, gender, race, baseline HbA lc, 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 28+7 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.

Table9: Proportion of Patients Who Achieved a>2-Step I mprovement from Baseline
in the ETDRS-DRSS Score at Weeks 24 and 52in 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 lefererzf):/z:; 590 ¢ 50%¢ 65%¢
(95% CI)P (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 CI 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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Figurel7:  Proportion of Patients Who Achieved a >2-Step Improvement from Baseline
in the ETDRS-DRSS Score Through Week 52in PANORAMA
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Table 10: Effect of EYLEA on Worsening of Diabetic Retinopathy in PANORAMA
through Week 52

EYLEA EYLEA Control
2Q16 2Q8 (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 Rateb 1.6%¢4 0.0%¢4 11.9%

Hazard Ratio 0.11 0.00

PDR = Proliferative Diabetic Retinopathy; ASNV = Anterior Segment Neovascularization
2 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, S-micron, filter needle for
withdrawal of the vial contents

one 30-gauge x “2-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.

Manufactured by:

Regeneron Pharmaceuticals, Inc.
777 Old Saw Mill River Road
Tarrytown, NY 10591-6707
U.S. License Number 1760

For patent information: https://www.regeneron.com/downloads/us-patent-products.pdf

EYLEA is a registered trademark of Regeneron Pharmaceuticals, Inc.
© 2022, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Revised Date: August 2022
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BT AN T BORDOER L35,
AT OWERAT v 7 2 BEPEETITY 2 &

MRS 2 Ml 5, DU OERERIT - ROROEH &+ 5
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7. BRSHAERV AL, @87 5L TRERET 5,
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DROONTHEITIE, V) VTR EXE%r MinE TRE =
%, (E11)

10 / 19



(2 11)
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2.8 &EFH
T IRPNTESE, FESN T EBEEETTITO 2 & FITHFREFEZITV., WA
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SR, R QR T H R RARA O 52 02T 5 2 &,
TFVIZ 4N RV oY Iy —HEEICHL, —EDQENTHEAT D, 77
V=B o VOSERIE LRI, BINDIEN ZINA RN L, EE L, &S
BEOEBEFKG, VU VNP BOIRNED, V) VNOEE IR Z BN
BH LN &,
W RNER OEZIC, B OIRE LA OFELBIET 5 2 &, LIt
TR SOUTARERE 72 E 3 e BlE2 51k & L O b b, ifilgt &2 MWEIZIG T
AELTELZ L,
TS T- RPN TS 14 . BRPIJ SO TR BlE 2 9~ 2 ERk (IR Feif, #0H, ZH5)
DRDLNTHEITIE, BEHICHET D L9 BEIEETL 2L, [BRE~OFER
s WA SEY
BWHBEAT VT 4V R AT T LR (FIR)ICORERT 5 Z &,
SHAIR DI S BRI T RS 7 V7 4 Vv R ) I A T
NEERIL, BERNCEER, vV v T FL—7 Blgg, 710102 —,
FKOFESF#HEZROEZ D2 L,
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SR, REHOESRITEET D Z &,
3 FE KL O

AAN T 7 DI B O KRR T

TSR © 2mg/0.05mL ¥R, HEIRGHO T 7 AT L7 v o) oo
TS - 2mg/0.05mL iR, RGO Z A8 A 7 v
IZHREIN TN D,

4.1 ARSCEARJE P 00 Y AE
IR SUZARJE PR G D & 2 BF 1T G- L2 by,

42 THENEIRNAK
IRPNITTEENMERIED & 5 BE 1T G LN &y

43 EBUE
77 VT N UIARAK] OB LiBUE ORI O & 2 BHFITITHR G
LR &, BBEUENDIEIE, b, ZhRE, HEDT T 7 4 7% —MD/7
FT7 4 TXR RO, b L ITEEDORNRIEZ 5 X Z R H 5,

5 B R OEH EoE

5.1 BRI K& ORI fe
AENOBEG- 25D T FRNTES & AR K OHEREERIEE & O BIENGR S Hiu T
LRIWER(6. )& S ], WU e ME N ERBEIC LD RROBRE 2175 Z &,
RN 2 A THERRIBE 2 R~ DIk & D o A1, BEHICHETH L9
BEICRE L, WUREEEITH 2 L [HE - HEQI) LK EE ~OFHIEM17)
ik JiEA

52 [RE R5-
AENOEEHED | B TERNES% 60 S LINIC2MARIRED EF B3R 6T
DIRIWER(6.) &S], £ 7= ME N EIEHEIR 7 (VEGF) BHZEAID KA BIRE AR
BH#IT, FREZIRED R LA ST 5, HRE & O AR LI % 81
2L, WUIREIZITHY 2 L [HIE - HEQ8)ZZBR],

5.3 MR ZERSE
AEOEG & E D, VEGF HEH O AN G%I2, BIRMLAEZERIE (ATE) 23
BT HIBENNDH D, ATE &1, FEBSERN Mz, FEBSEM 7 D fEE, X
XM EE GERN AR O bET) EERINL TN D, BHIE AMD B35 % %14
& LTERARRER 1 4 HIC3BI1T 5 ATE ORBLRIL, KRG 22T - BFOEG4E
FIZFBWT 1.8% (Bi# 1,824 fiH 32 f5l) THDHIDICK L7 =X~ T DHKE%
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AT T AT 1.5% (B1%k 595 Bl 9 fil) Th o7, 96 WM TIX, AFIEL A=
T2 RREIZBNT 3.3% (Bi1E 1824 671 60 f51l) 123t LT =B X~ T DG 52T 124
F1E 3.2% (F1% 595 Bl 19 ) Th o7, DME 2 H T LHEF 255 & LR
RERZBITDR—AT A UG 52 B £ TORBRT, KFIEEGZ2%T-8BEFD
PFEEHICINT 3.3% (578 Bl 19 #i]) | KIREEET 2.8% (287 #ilth 8 f51) | 7=,
N2 T A 5 100 8 B £ TORBEIL, AFRG 2520 72 EBFOPFEHEHEIC
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6 mITEH
VLT OEHERICEERBWERIC W TIE, ThEhot 7 v a Uicitik,
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IRE ES [Z5E O EoEEG.2)]
MmARZERRSE [Z45 K OMEH Lo E(5.3)]

6.1  ERIRAE

B RRBR DO FEM SIS SR TH D720, Fie 2 HAIOEERR TR b
ZNENORIWERRAERZERELET 5 Z LIIRARETH V. EREERICKBIT 5
FELRE R LTV R W ATREMEDN B 5,

ARENE G- 24T > 72 8 DOH M AR T, LRVERNT X REMF 2,980 B0
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M HIEE 7 & 2 B0 EEZ2AERIL 0.1% KM CTh o7, AREIZE 2% T BHIC
Wl SN EREWER G%LLE) X, M, R, BN, 68T ARIEE, 6
TR N OIRE R Th o7,

BrAEMEZES BHE) MEREEEZM: (AMD)

LR OT —Z3ARAB 252 T 723 A AMD B8 1,824 8107 — & & B L= %
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x1: FMABHE A HERICETHELRMER (1%LLE)

NR—=Z2T7 A6 52 MEET N—=Z2T7 A5 96 HEET
RIVEH EYLEA ﬂﬂ’ﬂi ‘ EYLEA *f HEE
(N=1,824) TEEXTD N gy | TEEETT)
(N=595) (N=595)
FE N H 1, 25% 28% 27% 30%
AR 9% 9% 10% 10%
Elelis 7% 7% 13% 10%
il (A 6% 6% 8% 8%
Y 6% 7% 8% 10%
ARE b5 5% 7% 7% 11%
AR 7e 1. 4% 8% 5% 10%
14155 F R k4B 4% 5% 5% 6%
2] e s ] 3% 3% 5% 5%
TSR 3% 3% 3% 4%
R o> SR 3% 4% 4% 4%
TR 3% 1% 4% 2%
FH 2% 2% 4% 3%
AR PN E 2% 3% 3% 4%
HERE (e 3R - R AL 2% 1% 2% 2%
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ARENDIRIRZ Z T T2 BE D 1% AR ENC R ON L EEREIEH & LT, M
A, ML, R OMRARARE SN TWD, o, BEUES 1%ARTHOEE TR
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MR EIRPAZEIE (RVO) 1T 5 BBV AR

LN OF —41%, CRVO B3 218 BIZAH| 2mg 24 H 6 » ARG L7z 2 35k
(COPERNICUS & TF GALILEO) K UYBRVO 3 91 Bl AA| 2mg 24 H 6 » A
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2],
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AN F B2 R4R 5% 4% 2% 0%
A 7R 5% 1% 1% 0%
ARER 7 1f. 5% 3% 2% 2%
AR o> FL )k 3% 5% 3% 0%
BT IR S 3% 4% 2% 0%
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e S IAZ 2T 3% 1% 1% 0%
B 1% <1% 1% 1%
RN ZE I 1% 1% 0% 0%
Elelis <1% 1% 5% 0%
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CRVO BHF &kl & LR

ARERIZBWT, AR DR G- %2520 T T-98E O 1% K7
WCENICHONDHEWER & LT, AERE, 2L, @EUE & ORN 05
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BEPRIF S BETEE (DME) X OWEREHENEAE (DR)

UTOT—21%, 2 >0 il EER (VIVID X T VISTA) 123V TAA 2mg
BHEAER—=Z2T A5 52 AR ONR—RAT A4 5 100 8 B £ T%1F 72 DME
ERHTDHRESBOIOT—F KM LI-bDOTH D [KRER(14.4)% 5],
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A TR 6% 3% 8% 6%
A B2 4R 5% 3% 7% 5%
ARE b5 5% 3% 9% 5%
AR 78 1. 5% 6% 5% 6%
BT IR S 3% 3% 8% 6%
R o> AR 3% 3% 3% 3%
TR 3% 2% 4% 2%
B 2% 2% 3% 4%
RN ZE I 2% <1% 3% 1%
AL 2% <1% 2% <1%
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AFNOIGHR & 52T T BHE O 1% AWM LR ONLEWEM & LT, IBEUE, MR
FIEfe, MERRAL. AR K ONESHIAL H I 23 H s S LTV D,

PANORAMA FRBR D x4 & U 7= FEHEFEMERE R EEE (NPDR) 5 269 Bl 31T
% 52 A ETCOREMET — 21X, HBIHHE VIVID & VISTA iBROFER E—H L
TWi= (FitoFR3IBR) |

6.2 SR

ETOWRBA Y 78 LR, ABNS LSERISRE U D RS 5, A
Fl oG U 2 RN & 0 G LT, SRR DT — 2 1%, SEHIEIZB W T
AENTHRE UHURBE & 172 ST BB OEIG 2 KM L TWD, S OGO,
i F 9~ 2 M E DRE R O RE D2 TV OBV NV TNVEDO X A 22T
DFRSE, RO BICR & S EBEZT 5700 RANZHHT 2P0k & 2 Ofhfld,
(2T D HURDFEBLO WEITFR 2 < BE R’ d 5,

B AMD, RVO X U'DME A3 2 #2654 & L7CRRREBRIC IV T, AH
(XS DGR O SOSHEIT, B TORGHETK 1% ~3%Th 7o, FARAIK
5-24~100 # B 125\ T b FEEOEIG THURD R S 47z, 505 SOSMED A 2 )
N b, BEM TOREMEL OEINEICERIT 0o T,
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8 Rk ~DH 5.

8.1

UaR/T

U R 7 B

Wb 2 k15 & LT ARFI O b 5> K FBL S BRI E e S Tnvien, 7 7 Y
LT ML, R OMBRICEEREEL 52| SARGE., NIBHE. B
Wie ERR bz, BEOMEMER (NOAEL) 1R SniehnoTz, IR
BELYEERITTZ EDNRINTREHRETIE, 2aBEE (EHET 7 ) vt
7 RO AUC (23:-3<) 13X, HERERH R TOREIR AN S5#%ICE HTRIEE
Nz AUCTEDOKI 6 (5 Thh - 1= (BT —2 5]

BRI T L b e NOKIEE THIT 2 O TIHR L AEmIcE S LicGs
CARIDIRIRICEEZ KIETHE I NEIATATH L, 77Vt 7 Mot 550
VEGF {EFIREF [ERREEE (12.1) 2] ([2HES& ) ARG 13 e MIBARIER
HDV A7 E T O AR & 5, fHRTIE, BB ~OERMEZ ElE 2 A i8S
b LOHGENZDI, KOG 21T 9,

BTOMIRIE, SEREE, WRE, TOMEFEREZLEOETRI A7 B3H D, RS
NI RGEMICBIT 2 ERR L RBEE B L OARREOY Z Y A7 IIRHATH S,
KIE D —EERNT BV CTURRAIZERD SN EIRICE T 5 FE AR A REF B L O
WMEDOHEEE =Y A 71X, ZNEN 2~4% B LV 15~20% Th 5,

T—X

YD 7 — 4

IRRR R ARBRQ BB W T, R LU X oREEESIC, 77U~k
7 b 3mg/kg LA % 3 A Z L IZEARNE G-, X% 0.1mgkg LA E& 6 H Z &2 T
HLizb&, IR RILEMEDRED bivl,

W& - JRIRA~OFFEEH & UTEREBBIEOHMN, KO (EE) 2Hi7E, L
=7 BRI~V =7 NERERA, DR KRG, A PABH. e, IHBERE.
O - FEEIMAF RS ORI, S LICBREGE (M. WE o8k O o
A, WEHES K OWRRIBE ., REaEh) PROLNT, ZNbORBRIZE TS
BEEN 69 5 MR (NOAEL) 13 3mgkg THo7-, VY FIZT 7 ULt 7
Nefhb Lol & T XTOHETHREAFENZRD Hiv, lBRIZKF 2% NOAEL 1%
[FE S h o i, U ¥ TR IRICH B85 RITT 2 & AR ST R &
(0.1mg/kg) TiE, HEEET 7 UV~ vt 7 FO2HREE (AUC) X, 2mg OTFIAN
HEE5%ZICe P CBIE SN 2T IRE (AUC) ORI 6f5ThoT,

FEHEY)E 1D : 4308227 BLA125387,/S056,/S—058 ~— 17
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8.2 XHbwm
U R 7 B
t MERLHFA~DT 7 U~k 7 OBAT, AP ORI T HEM. 3Rt
FEAE /HEINZ ) 2 EAICRE T 2 8TV, BRI 0% < A e MREILHICHEI S,
WU S5 ATREMER B 0 | IR O E R L OREICEETH D720, FHLH OARHA
BHITHERE S N0,
B DI EFS T OMEEE EOFRSIE REBLOBRIR EOARA O EM I X OARA| DR
KRB RA~OBEN LA EEH L EBICEEB S NRTER S0,

83 MR OBMOANREN 2HTHHE
HELT
SEAR D AIREMED & 2 2ethlE, WIEEG-HiT, 16HH . 6 K Oof& O ARAI O IRNTE
WD &b 3 n AMITARBHTEEZ WD 2 E BRI T 5D,
IEAE
t NOZIRIZH T HARFOLBICET 527 — 23RV T 7V~ Lt 7 hat MZ
2 mefil RIS L 72 O 2B MEIER DK 1500 fi5 D & A MEED T = 7 A YL
(ZREIRINIR G- L7356, AGERENC A E B e kT Lz, HEEMEE (NOAEL)
TR S NRh o7, TS OFTRITE G- k% 20 HLAWIZEIE L7z R
P (13, 1) 2]

8.4 /NIAE
ANRIZ S 2 2 M M O RIS ST TV7R 0,

8.5 Ml
ER AR RER Tl ARG R EER S S 7o BE O 76% (2049/2701 1)) 73 65
kb K 46% (12502701 f5il) 73 75 wLA ETH o7z, b ORBRIZEB W T,
D EFACHE S AMER LMD ZRITED bR o7,

11 FEREE - MR

77U ME, B b VEGF Z&FKR 1 LON2 OIS KA A % R 1gGl @ Fe K
AA NG LT A T2 AV RE TH D | RGNS S EREEIR CTH 2,
77Vt MR A B DSBS 97kDa O " BAREEZ A HE T, BT ED 15%IC
FYS 4 BB NS 2 & D Ly 81T 115kDa (2725, £727 7 U ~bt 7 MIEs T
FALZ T v A =— AN A A AN (CHO #iflm) ZHAuvwcilbEansd,

AE] (77 VL7 ) ESIE, RO SRR A O KA T, RAAANTME
HENTELP, BERFENEGEHOT T A-MT LT 4L R U P UIH T A8 A
TIVCHHEENTEY 1 HOHREETH S 0.05mL(50uL) (77 U~k 7 k& LT 2mg)
DERATE D, (1 A TVHOREIT 40mg/mL, SN E LTU VR Y 7 4705 10mM,
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BALF N U 7 A0 40mM, R Y Y L— 1 20 230.03%. a3 BEN 5% EENTEY ., pH X
62 THD)
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1 NAME OF THE MEDICINAL PRODUCT

Eylea40 mg/mL solution for injectionin avial.

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, equivaent to at least 4 mg aflibercept. This
provides a usable amount to deliver asingle 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 aclear, colourless to pale yellow and iso-osmotic solution.

4.  CLINICAL PARTICULARS
4.1 Therapeuticindications

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

4.2 Posology and method of administration
Eyleaisfor intravitreal injection only.

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

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

Eyleatreatment isinitiated 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
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injection intervals are increased in 2- or 4-weekly increments to maintain stable visual and/or anatomic
outcomes.

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

Thereis 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 Eyleais 2 mg aflibercept equivalent to 0.05 mL.
After theinitia 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 datato
conclude on the length of theseintervals. If visua and/or anatomic outcomes deteriorate, the treatment
interval should be shortened accordingly.

The monitoring and treatment schedul e 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 Eyleais 2 mg aflibercept equivalent to 0.05 mL.

Eyleatreatment isinitiated with one injection per month for five consecutive doses, followed by one
injection every two months.

Based on the physician’s judgement of visual and/or anatomic outcomes, the treatment interval may be
maintained at 2 months or individualized, 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.
Treatment intervals shorter than 4 weeks have not been studied (see section 5.1).

The schedule for monitoring should be determined by the treating physician.

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

The recommended dose for Eyleaisasingleintravitreal injection of 2 mg aflibercept equivaent 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 studiesin patients with hepatic and/or renal impairment have been conducted with Eylea.

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

Elderly population
No specia considerations are needed. There islimited 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. Thereis ho
relevant use of Eyleain 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
aqualified 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, asterile drape, and a sterile eyelid speculum (or equivalent) are recommended.

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

Immediately following the intravitreal injection, patients should be monitored for elevationin
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 via contains more than the recommended dose of 2 mg aflibercept (equivaent to 0.05 mL
solution for injection). The extractable volume of the vial isthe amount that can be withdrawn from
thevia andisnot to be used in total. For the Eyleavial, the extractable volumeisat least 0.1 mL. The
excess volume must be expelled befor e injecting the recommended dose (see section 6.6).
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Injecting the entire volume of the vial could result in overdose. To expd the air bubbles along with
excess medicinal product, owly depress the plunger so that the flat plunger edge aligns with theline
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 warningsand precautionsfor 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 endophthal mitis,
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 via contains more than the recommended dose of 2 mg aflibercept (equivaent to 0.05 mL). The
excess volume must be discarded prior to administration (see sections 4.2 and 6.6).

Increasesin intraocular pressure have been seen within 60 minutes of intravitrea 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 al cases, both the
intraocular pressure and the perfusion of the optic nerve head must therefore be monitored and
managed appropriately.

|mmunogenicity

Asthisis atherapeutic protein, thereis apotential 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 atheoretical 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
Aswith other intravitreal anti-VEGF treatments for AMD, CRVO, BRVO, DME and myopic CNV
the following also applies:
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e The safety and efficacy of Eyleatherapy administered to both eyes concurrently have not been
systematically studied (see section 5.1). If bilateral treatment is performed at the same time this
could lead to an increased systemic exposure, which could increase the risk of systemic adverse
events.

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

e Thereisno data available on the concomitant use of Eylea with other anti-VEGF medicina
products (systemic or ocular).

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

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

¢ Intheevent of aretinal 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 adecreasein best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;

o0 asubretinal haemorrhage involving the centre of the fovea, or, if the size of the
haemorrhage is >50%, of the total lesion area.

¢ The dose should be withheld within the previous or next 28 daysin the event of a performed or
planned intraocular surgery.

o Eyleashould 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 Thereislimited 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.

Popul ations with limited data

Thereis only limited experience in the treatment of subjects with DME due to type | diabetesor 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. Thereis aso no experience of treatment
with Eyleain diabetic patients with uncontrolled hypertension. Thislack of information should be

considered by the physician when treating such patients.

In myopic CNV there is no experience with Eyleain the treatment of non-Asian patients, patients who
have previousy 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 isto say essentially
"sodium-free'.

45 Interaction with other medicinal productsand other forms of interaction
No interaction studies have been performed.

Adjunctive use of verteporfin photodynamic therapy (PDT) and Eylea has not been studied, therefore,
asafety profileis not established.
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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).

Pregnancy
There are no data on the use of aflibercept in pregnant women.

Studiesin 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 potentia benefit outweighs the potentid 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.

Eyleais not recommended during breast-feeding. A decision must be made whether to discontinue
breast-feeding or to abstain from Eyleatherapy 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 Effectson ability to drive and use machines

Injection with Eylea has aminor 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 I11 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
lessthan 1in 1,900 intravitreal injections with Eylea and included blindness, endophthalmitis, retina
detachment, cataract traumatic, cataract, vitreous haemorrhage, vitreous detachment, and intraocul ar
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 111 studiesin the
indicationswet AMD, CRVO, BRVO, DME and myopic CNV with areasonable 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:
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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.

Table 1:

All treatment-emergent adverse drug reactions reported in patients in phase |11 studies

(pooled data of the phase 111 studies for the indications wet AMD, CRVO, BRVO, DME and myopic
CNV) or during post-marketing surveillance

Corneal erosion,

Corneal abrasion,
Intraocular pressure increased,
Vision blurred,

Vitreous floaters,

Vitreous detachment,
Injection site pain,

Foreign body sensation in
€yes,

Lacrimation increased,
Eyelid oedema,

Injection site haemorrhage,
Punctate keratitis,
Conjunctival hyperaemia,
Ocular hyperaemia

Injection site
irritation,

Abnormal sensation
ineye,

Eyelid irritation,
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, Detachment of the retinal Retinal detachment, | Cataract
Retinal pigment epithelium, Retinal tear traumatic,
haemorrhage, | Retinal degeneration, Iritis, ’ Vitritis,
r(]:(;)er:{q Lé)r;(r:;[]lval3 Vitreous haemorrhage, Uveitis, Hypopyon
Thage, | Cataract, _ Iridocyclitis,
Eye pan Cataract cortical, Lenticular opacities,
Cataract nuclear, Corneal epithelium
Cataract subcapsular, defect,

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

**  Culture positive and 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 adver se reactions

In the wet AMD phase |11 studies, there was an increased incidence of conjunctival haemorrhagein
patients receiving anti-thrombotic agents. Thisincreased incidence was comparabl e between patients
treated with ranibizumab and Eylea.
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Arteria thromboembolic events (ATES) are adverse events potentialy related to systemic VEGF
inhibition. There is atheoretical risk of arterial thromboembolic events, including stroke and
myocardial infarction, following intravitrea use of VEGF inhibitors.

A low incidence rate of arteria thromboembolic events was observed in the Eyleaclinical trialsin
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.

Aswith all therapeutic proteins, thereis apotential for immunogenicity with Eylea.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicina product isimportant. It
alows 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.
49 Overdose

In clinicd 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,
adeguate treatment should be initiated (see section 6.6).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals/ Antineovascularisation agents
ATC code: SO1LAOS5

Aflibercept is arecombinant fusion protein consisting of portions of human VEGF receptor 1 and 2
extracellular domains fused to the Fc portion of human IgGL1.

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.

M echanism of action

Vascular endothelia growth factor-A (VEGF-A) and placental growth factor (PIGF) are members of
the VEGF family of angiogenic factors that can act as potent mitogenic, chemotactic, and vascul ar
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 isaso
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.
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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.

In the VIEW1 study there were mean decreasesin 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 VIEW2 study there were
mean decreasesin 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 outcomesto 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 decreasesin 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 3initial monthly injections and one additiona
injection after 2 months vs. a treat-and-extend dosing regimen initiated after one year of treatment. For
patients requiring amore frequent than Q8 dosing at |east once over the course of the study, CRT
remained higher, but the mean decreasein CRT from baseline to week 104 was -160.4 microns, similar
to the patients treated at Q8 or less frequent intervals.

Macular oedema secondary to CRVO and BRVO

In CRVO and BRVO, retinal ischaemia occurs and signals the release of VEGF whichin turn
destahilises 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 2 mg, there was a consistent, rapid
and robust morphologic response (as measured by improvementsin 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 oedemais a consequence of diabetic retinopathy and is characterised by increased
vasopermesability and damage to the retinal capillaries which may result in loss of visual acuity.
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In patients treated with Eylea, the mgjority of whom were classified as having Type |1 diabetes, arapid
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 contral, -
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 studies, 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% 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 changesin 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
pathol ogic myopia. It develops as awound healing mechanism consequent to Bruch’s membrane
ruptures and represents the most vision-threatening event in pathologic myopia.

In patients treated with Eyleain the MY RROR 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 Eyleawere assessed in two randomised, multi-centre, double-masked,
active-controlled studiesin patients with wet AMD (VIEW1 and VIEW?2) with a. total of

2,412 patients treated and evaluable for efficacy (1,817 with Eyleq). Patient ages ranged from 49 to
99 years with amean 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) Eyleaadministered at 0.5 mg every 4 weeks (Eylea 0.5Q4); and

4) ranibizumab administered at 0.5 mg every 4 weeks (ranibizumab 0.50Q4).

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.
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In both studies, the primary efficacy endpoint was the proportion of patientsin 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 equivaent to the
ranibizumab 0.5Q4 group.

Detailed results from the combined analysis of both studies are shown in Table 2 and Figure 1 below.

Table 2: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the
VIEW1 and VIEW?2 studies®

B

C

D

E

Efficacy Outcome Eylea 2Q89 Ranibizumab 0.5Q4
(Eylea2 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

trom basdine 7.6 11.2 12.3 16.5

Mean number of injections 42 47

from Week 52 to 96 ' '

Proportion of patients with

< 15 letters loss from 95.33%°8) 92.42% 94.42%® 91.60%

baseline (PPS?)

Difference® 0.9% 0.8%

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

Mean change in BCVA as

measured by ETDRSY 8.40 7.62 8.74 7.89

letter score from baseline

Differencein LS?

mean change (ETDRS -0.32 -0.25

|etters)©) (-1.87,1.23) (-1.98, 1.49)

(95% CI)P

Proportion of patientswith

> 15 |etters gain from 30.97% 33.44% 32.44% 31.60%

baseline

Difference® -1.5% 1.8%

(95% CI)D) (-6.8, 3.8) (-35,7.1)

=

<

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

LS: Least square means derived from ANCOVA

PPS: Per Protocol Set

Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) for all analyses except proportion of
patients with maintained visual acuity at week 52 which is PPS
The differenceis the value of the Eylea group minus the value of the ranibizumab group. A positive value

favours Eylea.

Confidence interval (Cl) calculated by normal approximation

After treatment initiation with three monthly doses

P A confidence interval lying entirely above -10% indicates a non-inferiority of Eylea to ranibizumab
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Figure 1. Mean Changein Visud Acuity
from Baseline to Week 96 for the Combined
Datafrom the Viewl 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 Visua Function
Questionnaire (NEI VFQ-25) without clinically meaningful differencesto 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 oneinjection with atreatment interval of only one month.

Decreasesin mean CNV areawere evident in al dose groupsin both studies.

Efficacy resultsin 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 Eyleafollowing two different
adjustment intervals (2-weeks and 4-weeks) of atreat-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)
Eyleatreat-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 BCV A 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 [L'S 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 |etters 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 aswell as
the safety of atreat-and-extend dosing regimen initiated after 3 consecutive monthly doses followed
by extension to a 2 monthly treatment interval vs. atreat-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 interval s could be extended again afterwards. The average treatment
interva 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 BCV A 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
thanl5 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 datain VIEW 1 and VIEW 2.

Macular oedema secondary to CRVO

The safety and efficacy of Eyleawere assessed in two randomised, multi-centre, double-masked,
sham-controlled studies in patients with macular oedema secondary to CRVO (COPERNICUS and
GALILEO) with atotal of 358 patients treated and evaluable for efficacy (217 with Eylea). Patient
ages ranged from 22 to 89 years with amean 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 atotal of 6 injections.

After 6 consecutive monthly injections, patients received treatment only if they met pre-specified
retreatment criteria, except for patientsin 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 criteriawere met.
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In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 lettersin BCV A at week 24 compared to basdline. A secondary efficacy variable was changein
visual acuity at week 24 compared to baseline.

The difference between treatment groups was statistically significant in favour of Eyleain 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 Eylea® | Control EP| Eylea | Control | Eylea Eylea® | Control
E) G)
2mg 2mg Control 2mg (N=73) | 2mg 2mg | control | 2mg
4 N =73 4
QA In=73) | n= | NP (= * I(N=68 | (N= |(n=eg) |(N=103)
(N= 114) 114) (N= 103) (N =68)
114) 103)
Proportion of patients with>15 0 o o o o 0 o o o o o 0
letters gain from bassline 56% 12% 55% 30% 49.1% 23.3% 60% 22% 60% 32% 57.3% 29.4%
Weighted difference®88) 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 0.160<01 0.80:0 5 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
Mean changein BCVA © as
A B e S R N - e N U B N - - N A 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)
Differencein LS mean”CP.E) 21.7 12.7 11.8 14.7 132 76
(95% CTI) (17.4, 26.0) (7.7,17.7) (6.7, 17.0) (10.8,18.7) (8.2,18.2) (2.1,131)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070

A

= =

Difference is Eylea 2 mg Q4 weeks minus control
Difference and confidence interval (Cl) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (Americavs. rest of the world for COPERNICUS and

Europe vs. Asig/lPecific for GALILEO) and baseline BCVA category (>20/200 and <20/200)

BCVA: Best Corrected Visua Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

LOCF: Last Observation Carried Forward
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SD: Standard deviation
LS: Least square means derived from ANCOVA
D) LS mean difference and confidence interval based on an ANCOV A model with factors treatment group, region (Americavs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCVA category (>20/200 and <20/200)
B 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.
) In COPERNICUS study, both control group and Eylea 2 mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from week 52 to week 96;
patients had mandatory quarterly visits but may have been seen as frequently as every 4 weeks if necessary.
8 In GALILEO study, both control group and Eylea 2 mg patients received Eylea 2 mg on an as-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)

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
Eyleafrom week 24.

The beneficial effect of Eyleatreatment 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 Eyleawere 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
Eyled). Patient ages ranged from 42 to 94 years with a mean of 65 years. In the BRV O 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 photocoagul ation administered at baseline (laser control group). Patientsin
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, patientsin
the laser group could receive rescue treatment with Eylea 2 mg 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 lettersin 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 Eyleain the VIBRANT study. The course of visua
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.
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Table4:  Efficacy outcomes at week 24 and week 52 (Full Analysis Set with LOCF) in VIBRANT
study

Efficacy Outcomes VIBRANT
24 Weeks 52 Weeks
Eylea 2mg Q4 Active Control Eylea2mgQ8 | ActiveControl
(N = 91) (laser) (N = 91) (Ias;r)/%/lea
(N = 90) mg
(N =90)
Proportion of patients 52.7% 26.7% 57.1% 41.1%
with >15 letters gain
from Baseline (%)
Weighted Dif:ir)erlce 26.6% 16.2%
=00 (2.0, 30.5)
0 13.0,40.1
(95% CI) ( ) 0=0.0296
p-vaue p=0.0003
Mean changein BCVA 170 6.9 17.1 12.2 (11.9)
as measured by ETDRS (12.9) (13.1)
letter score from (11.9)
Basdline (SD)
Differencein LS mean 105 5.2
AC)
(7.1, 14.0) (1.7,8.7)
0,
(95% Cl) p<0.0001 p=0.0035"
p-value

A Differenceis 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 Americavs. 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.

B Beginning at week 24 subjectsin the Laser Group could receive rescue treatment with Eylea, if they met at least one
pre-specified digibility criterion. At total of 67 subjectsin this group received Eylea rescue treatment. The fixed
regimen for Eylea rescue was three times Eylea 2 mg every 4 weeks followed by injections every 8 weeks.

P Nominal p-value

©)
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Figure3: Mean Changein BCVA asMeasured by ETDRS Letter Score from Baseline to Week 52
in VIBRANT Study

At baseline, the proportion of perfused patientsin the Eyleaand 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 digible 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 yearswith 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 patientsin both studies had Type Il diabetes.

In both studies, patients were randomly assigned ina 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 20Q4); 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 basdlinein BCVA at
week 52 and both Eylea 20Q8 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.

53



Table5: Efficacy outcomes at week 52 and week 100 (Full Analysis Set with LOCF) in VIVIDPME and VISTAPME studies
Efficacy VIV|DPME 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 2mg Q4 2mgQ8A 2mg Q4 2mgQ8A 2mg Q4 2mg Q84 2mg 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 changein
BCVA as
measured by
10.7 105 1.2 9.4 11.4 0.7 10.7 12.5 0.2 11.1 115 0.9
ETDRSE |etter
score from
Baseline
Differencein LS
e 9.1 93 82 107 1045 1219 10.1 106
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
orscy | 6318 | (65120 (52,113 | (76,138 (77,132) | (94,150) (7.0,133) | (7.0,142)
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
. 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
Difference P:CE
(97.5% CI) (135,34.9) | (12.6,33.9) (8.0,29.9) (14.8, 37.5) (135, 33.1) (24.1, 44.4) (9.6, 30.6) (15.1, 36.6)
. 0
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A After treatment initiation with 5 monthly injections
B LS mean and CI based on an ANCOV A model with baseline BCVA measurement as a covariate and afactor for treatment group. Additionally, region (Europe/Australia vs. Japan) had been

included as factor for VIVIDPME, and history of M| and/or CVA as afactor for VISTAPME,
¢ Differenceis Eylea group minus active control (laser) group
P Difference with confidence interval (Cl) and statistical test is calculated using Mantel-Haenszel weighting scheme adjusted by region (Europe/Australia vs. Japan) for V1VIDPME and medical
history of M1 or CVA for VISTAPVE
E BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward
LS: Least square means derived from ANCOVA
Cl: Confidence interval
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Figure4: Mean Changein BCVA as Measured by ETDRS Letter Score from Baselineto
Week 100 in VIVIDPME and VISTAPME Studies

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbA1c, 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 previoudy been treated with a VEGF inhibitor were similar to those seen in patients
who were VEGF inhibitor naive.

Patients with bilateral disease were digible 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 Eyleainjections until week100; in the VIVIDPME study, 97 (35.8%) of Eylea patients received
adifferent anti-VEGF treatment in their fellow eye.

An independent comparative trial (DRCR.net Protocol T) utilised aflexible 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 dosesin 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 lettersin
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vision from baseline was observed in Protocol T. Safety outcomes demonstrated that overall
incidences of ocular and non-ocular adverse events (including ATES) were comparable across all
treatment groups in each of the studies and between the studies.

VIOLET, a100-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 atreat-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 (changein BCVA from baseline to week 52) was 0.5 £ 6.7 lettersin the
2T&E group and 1.7 £ 6.8 lettersin 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 |etters). The changes
in BCVA from baseline to week 100 were consistent with the week 52 results: -0.1 + 9.1 lettersin the
2T&E group and 1.8 £ 9.0 lettersin the 2PRN group compared to 0.1 + 7.2 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 profilesin 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 Eyleawere 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 evaluabl e for efficacy (90 with Eylea). Patient ages ranged from 27 to 83 yearswith 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 Eyleaintravitreally 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, patientsin
both groups continued to be eligible for additional injectionsin case of disease persistence or
recurrence.

The difference between treatment groups was statistically significant in favour of Eyleafor the
primary endpoint (changein BCVA) and confirmatory secondary efficacy endpoint (proportion of
patients who gained 15 lettersin BCVA) at week 24 compared to baseline. Differences for both
endpoints were maintained through week 48.

Detailed results from the analysis of the MY RROR study are shown in Table 6 and Figure 5 below.
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Table6: Efficacy outcomes at week 24 (primary analysis) and week 48 in MY RROR study
(Full Analysis Set with LOCF?)

Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/
(N =90) (N=31) (N =90) Eylea 2mg
(N =31)

Mean change in BCVA B as measured by 12.1 -2.0 135 3.9
ETDRS letter score from baseline (SD) ® (8.3 (9.7) (8.8) (14.3)

Differencein LS mean ©P-B 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 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

D) ClI: Confidence Interval

B LS mean difference and 95% CI based on an ANCOVA model with treatment group and country (country
designations) as fixed effects, and baseline BCVA as covariant.

P Difference and 95% CI are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for country
(country designations)

Figure5: Mean Change from Baseline to Week 48 in Visual Acuity by Treatment Group for the
MY RROR Study (Full Analysis Set, LOCF)
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Paediatric popul ation

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

Eyleais administered directly into the vitreousto exert local effectsin 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 Crna) Were low, with a mean of approximately
0.02 microgram/mL (range O to 0.054) within 1 to 3 days after a2 mg intravitreal injection, and were
undetectable two weeks following dosage in almost all patients. Aflibercept does not accumulate in
the plasma when administered intravitrealy 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 levelsfell 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 astudy 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 plasmawere 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; undetectabl e concentrations were reached before the next administration after 4 weeksin all
patients.

Elimination
As Eyleais aprotein-based therapeutic, no metabolism studies have been conducted.

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

Renal impairment
No specia studiesin patients with renal impairment have been conducted with Eylea.

Pharmacokinetic analysis of patients in the VIEW2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), reveaed 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 MY RROR study.
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5.3 Preclinical safety data

Effectsin 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 exposuresin excess of the maximum human
exposure. The systemic exposure based on Crnax 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 Cnax and AUC, respectively.

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

An effect of aflibercept on intrauterine devel opment was shown in embryo-foetal devel opment 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
Cmax and cumul ative 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 femal e 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 aterations in femal e reproductive hormone levels and changes in sperm
morphology and motility were observed at all dose levels. Based on Ciax 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 medicina product must not be mixed with other medicinal
products.

6.3 Shelf life

2 years

6.4 Special precautionsfor storage
Storein arefrigerator (2 °C to 8 °C).

Do not freeze.
Storein 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 avial (type | glass) with a stopper (elastomeric rubber), and an 18 G filter needle. Each
via contains an extractable volume of at least 0.1 mL. Pack size of 1 via + 1 filter needle.

6.6 Special precautionsfor disposal and other handling

Thevia isfor single usein one eye only.

The via 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 needleis non-pyrogenic. Do not useit 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 ¥z inch injection needle should be used.

I nstructions for use of vial:

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

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

3.  Pushthefilter needle into the centre of the vial stopper until the needleis completely inserted into
the via and the tip touches the bottom or bottom edge of the vial.

61



Using aseptic technique withdraw all of the Eyleavial
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. Continueto tilt the vial during withdrawal
keeping the bevel of the filter needle submerged in the
liquid.

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 a30 G x ¥%zinch
injection needle onto the Luer-lock syringetip.

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.

62



9. Eliminate al bubbles and expel excess medicina product by slowly depressing the plunger so that
the flat plunger edge aligns with the line that marks 0.05 mL on the syringe.

10. Thevia isfor single use only. Extraction of multiple doses from asingle 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 L everkusen

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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NA T VIR BIEIOR G5 TH 50.05mL (77 U~k k&L T2mg) BEHTE D,

*b NVEGF (A& N EZEGER ) 2R R OO R A A U fE%Z & MgGl DFciEi
ICREA LTz g A 7= A AETH Y B HHBRZ ER 2N TTF v A =— AN LA F —
PJIE (CHO) KUffaNTEA I D,

WO OFERC SN TIX, 6.1THSH,

3. AR
TSR (TES)

I £~ TR LRI 0D S5 BRI K

4. BRIRARFIK

4.1 zhee - 2k

AFNILLT 20T D2RAOIEBRICHW LD -

o BrAMEZMEY (BHAD MEEBEEME (AMD)  (5.1HZMH)

o EMFHIREAZESE (RVO) [EIEEFIR 7082 FAZERE (BRVO) XM L FHIREAZEE (CRVO) |
2D BRI IC L 2R DEE (5.1HSH)

® HERIFNTHBLRE (DME) (2 X2 MEE (5.1585H)

o JEHIIARICE T DIREIEET A (PMICEITHCNV) IZ Xk 2 NEE (5.1HBR)

4.2 ik - MEMRORET5iE
T ANEEIZIRD,

NGB 2 TR - BREATLEMOABRET LT L,

Mk - A&
B HZEAMD
AFNOHLEA R, 77V~ 7 hE L Cmg (EFHKE LT0.05mL) TH D,

H1EL ERe3E O FARER N GRRMG L, 0%, &EGMFEEZ2H HETERT S Z L3
TE 2,

FITRY (L) FEREFERIRARS R L DY ER O ESWC, BERRIEF2 A %
HERF9 27>, & L <X Ttreatand extend] %5 L2 A > (FEG-RIEOFEENE 22080 & L <X
AR E L, BEERZIERE LR ORE L), KO (L) ZE L EFriRiEZ
MEFFT 2L U AY) ZRHAL TERGHBEZIEESTHZ N TE 5,

HAL L728A0E, RIS U TR G-RIGE A EiET 5,
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TNTNORGDORICE=2 ) U TIIARETH D, HYEMOEWICEY  £=4 U 7D
BRI GHE LD 2D TR R H 2,

49 A &2 25 T4 BIRGE OB 5RO b 01X, BRRRER CORER2 72, (5.1HASR)

RVO [ (BRVO) X/i (CRVO) ] IZfE o ag by #hE
AHNOHER &L, 77V~ 7 hE L T2mg (EFKE LT0.05mL) ThD,
PIEHR 55131 A 221G L, 2h 2o 5RkETly A L E Lano s,

BT M OTEREZA IR ARG R D> B Gk O A MEDFE D DR W R ITHR G2 P19 25 Z
& o

17 HZEDRGE, &&SEDBHELNL LT (F) KEOTEFEIPED JEMEDFED b7 <
2% TR D0 14 HIC1IRIOAAFG33RILL EME L SND Z 013D 5,

FD%, WE LML (L) ZE LTI & MR U722 S iR 2 IR G [R %
MR % Ttreatand extend| 5LV AN XV EEEZGT HZ L TE o0, BEHERE
EREmOT 50T — 2G0TV R, ALY () REFIMRARE RS E L
TeHEIiE, TORE, HGMREEE T2 L,

PG ERIME %2 DEBEDOINIEC T ETE=Z VT ROBRED AT Va2 — N2k 5D 2 L,

PRAATEEIME OB, BRMRA., BEREMER A SUIRIGIE (B : L TElTERY (OCT) .
HEREEEMRA (FA) ] RENGTEND,

DME
AR OHREMEIT, 77V ~e7 F e LT2mg (EHIEE LT0.05mL) TH D,

H1El HRESEI O AENEFR NGB L, £ 0%, 24 A 2 & IC1EEFARNERN T 5,

IR (L) FRE IR R K A Y ERTOHEWHIZIE U T, ZE LN R D (X
L) ZE LT EREFHRRIE ZHERF L7205 D2 g CHRG-HMRZ L& 7% ltreat and extend |
BE LA CERRALTC, &E5EREEZ2y BICHER OIEBNCRE T 220N TE 5, 4%
A LEGMBETCOT—ZIFR 6N TEY , B LG RIS U TR 5 MR % 5
a3 2, AERARmOBEGHREO b O, EIKHER TORBR 2, (S.1HESH)

HELEMBNE=Z ) TDORT D a— L EfbbH L,
IR O REF IR DAE R O B BHER O A IRMEDRR O e WiGa i G2 ik 5
N

WTHIIT R F517 2 e R L il & (PMIZ 3517 5CNV)

AANOHESEHE X, 77Vt 7 b e L 2mg (FEFHE E LT0.05mL) TH D,
BWARD (iE) FREFIRAFE R DIRBDFHE L T D LR b HEIE, Bk 5
HATHOZEMNTED, BRLIEGAIR. FIICEL LTbDE LTHRIEEZITI 2 &,
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HEEMNE=Z ) VT DR 2a— L Efdb L,
BEMEX. 1 A X0 EREI 20,

e ]
HTHEREIE R OF (R[L) EHEREE Z 2 H 9 584
FHHERERE E O (OUT) BRERE 26 2 B 2x R & LIZRBII Thbi Ty,

BUEDH LT —ZnbIiE, ZhbOBEITHT 2 HERFES OLEMTRES L THRY (525
ZH)

Bl 2]
755% & 8 2. HDMEBE TORERIZIE STV DM, Rl 72l 81T LB & LR,

VA ok Yk
IR R O REZE \2kE 3 B ARKN D2 BVE K OF WM. S v Ty, B HAYAMD, CRVO,
BRVO. DME}K U'PMIZF1T 5 CNV D E TiE, /NREER T O AR ARERIZ 220,

w55k

T IRINTERH T, BEHER R TR OBEE T A KT A A6, i T AERNE 52T 5+ 7
PRER - B2 AT HERNTO 2 &, W, oo T, R OVREETESN A (B, AR
FORE. B OIERBEICHERATARE Frra—R) ORFHIEE R C2 5D EEH T T
ITORTIUTZR B, FINHFEERE. WEFE, WE L — 7 R OE RS (T2
FUTHYS T2 H0) OFFARHERSN S,

£ ISR D 1% J73.5~4.0mm”)> S A RREZ [ 5y » THEHNEZ S L 2de, 2 DORE, KRR
ke, IRERPUICENT T# 2 &4 2 L, EFNK0.05SmLATEAT 5, SR,
VAR5 U 72 3B0T & (3B O 5EIEERAL s HIER 35 2 &

T RNTER OERIC, BEOIRE EAOFMAEBILERT 5 2 &, R FLEA M ORI
AREHE 72 ENE) Bl ik e L CEIT o5, BRI HICIKE L7 EREGS E2 IR T
THELTBZ L,

THFIRNTER R, IR (IR, Jefn, &M, FiR L) 2T 2RO b 56
I, EHICHET L L BEICREET L L,

NA T UL, FRERIE (FIR) OBEICORERT S 2L, 151 7 OAOEEKEE 513,
HYRZ DR DIBYGD ) AT & & D,

NA T ZIE, AR OHELEHETH H52mg (EHK L L T0.05mL) 22 2 X EN R I{
TN NN, TV FTHE SN ERIEREIIANA TANE ) TR FTHEZR & TH DM,
FTNEETHEA LW &, RREEGRIL, HEEHEEZEHNINCEEHT 2 2 & (6.65THEH) |
A TV TEEIN TR 2 TEA LG E ., \EREIZ/R 5, K08 & SRR 2 HEH
THIOH, 7TV —ONEN0.0SmLOER (1BO#F 5% TH 50.05mL, 77 U ~L+&
7 R2mglZflY) ICWSETP-L D ET T Ty —% T @IHKD6.HSMR) |
TR, R OFSHKIIFEET S Z L,

BERTORLE OB M HOWN T, 6.6IHASRT A L,
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4.3 EHZ

ARNOFSY (T 7Vt 7 b)) U6 L2 i oWkt L, s
JED B D BHE

AR SRR E I D 5 5 . UG b 5 B

IRNICEEDORIED & 5 BHE

4.4 FERNZREE R OMER EOER

NL—H BT ¢

EWPERRIEIO N L—Y BT 4 2ED DS LN EnD B LEERNOLTR KOSy F
HS AR CRET D &,

AP A B g5

AFN OB G %2 G0, HFARRERIC L DIRNE, IRNRIE, RILFVEREERIEE, HERATL,
EIRPEAMEME A NFEO BN TR b TN D 48HEM) , I e MEHRIEIZ L D |
AN O 21T Z &, o, BYYENRD b HE, RENGREMNMTA S Lo, REER
DI TEE ORE 2 BEET D Z L MRARZRRT DIERD & 6 DI HEIITE BITERE
ToHEOBEHREL, WUREHEITO Z &,

PNA T IZIE, AFNOHELEHETH H2mg ((EHKR E L T0.05mL) ZH 2 2K ENFTHE I
TW5, SREEGIL, HEABEZENINCFERET 228 G2HELV6HESR) |

AHN OG- 25 BT ARNEE#605 LLINICIRED ERNRD 5N TWDS 4-8HEBM) |
oy hr— L REROFNELZ AT HBFICK L, FRlREENLETHD (IREH30mmHg
PLEDOBEIIAFN Z G L) o LIz T, TRTOIEFNCOWT, IRE R ORAHRR AL
SAIME 2@ L, @MU REHEITH 2 &,

S R

T 7 ULt MITERAZ L T D T2  ARKFN R B 0 R AL U D ATREME A
H25 G8HEBM) , R, A&, IFEIMm 7R EOIRNRIEOIKESUIIER A & & o755
AL, TRNBBEUEICE R 2 BRI TH 2 AleetEn H 5 DT, B ITx Lk 5
EOITHRETHZ &,

25 ER

VEGFBHLEFI O ANTESIC L 5. IBLS O H Il -CEI R AR FERRE 2 & T e R DA EH
GRMESNTEY, ZHOAVEGFIFICEE T 2 fREtEN Him Lo 27 L LTh D,
fdAs MR S VE ST D AR ZE D BEAEE D & 5 CRVO, BRVO, DMEK U'PMIZ 35
T ACNVEE OIBEICBIT 2EIT6H HLUNORZEET —Z X TW5D, 2 b DEE
WZXT D AF TORPRIITEENLETH 5,

Z DA
AMD. CRVO, BRVO., DMEK UPMIZ KT HCNVIZEIT D DOHIVEGF#FEE & FEEIZ, A
ANZBNTH PR HEN ST 5,

o ARFNZWIRFIRFIC G U256 O, 8V OGN B3 2 (K R 00 22 5 BRI 34 T
DT GIEZBMR) |, WRFERHSEZITo 1206, 2FBFEENE< 20, &
BWHOREREGO IV AT PNET RS D,

o fOHIVEGE [If45 N R H#5EIK ¥ (Vascular Endothelial Growth Factor: VEGF) 1 & D
FEE
AR LM OPIVEGFE (285 IFIRN) & OPFRRFRIEICET 27 — X135 o T
A
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BHERAMDIZ %9 5 HIVEGFIEIE 21T - I=86 . Ml ERZFLORBICES U R

7R, INHEPHIZ D7 AR ERHBEE ST, ARIC X DR EZHGT 255

IS ORI ERAFERIICET A AV HERAAETHAREIIITEETH L,

o ZUFLEPEREIERIEE . W ONC AT — I3 OB M LA AT 5 BE I, 1BEYITD
A AN

o MRRALZ A U Ga I3 G2 ik U, LB H210iBil 4 % £ TIaR 2 B L7
W2k,

o UTOLEEEEZHIEL, D7 E L REIOEETER £ TIHREZHBRE L2V

& o

s IEEIEMR S (BCVA) T, HIEIOFH ) 5303 FLL EOEINE T
s UL T A S Te M L, SR S PR SRR S D 50% 2L 1

o IRATMEAT S 256 XUIATH TEN D DAL, TN B ORi#28 H LINIC 5 %
THnT &,

o BHIRICH LTI, ABIOEBTERIA RESIBIE~DOBIEN ) 27 % ERI DA R E
L2V &,

o TRERFTREZR LOMEIR. KT OIEHE T o OARE O RN G2 B3 A ik,
NS5 2 L, (4.65HEBR)

o EIMPECRVO M OBRVO TORRERILIR STV D, A AWk o i i MEAR IS AE 52 2 oD g
PREDIRAE S ZR 0 BT B ITIE, AFIOBRBITHER S,

it AR BROSPR 5 T 5 FRAE 4R

VRUEIR IR K 2 DME, HbA1CfIE A3 1 2% S FE M IR IR IE 2 £ 5 BRI B 123 1T
HAFNOERBRBRIIR S TN D,

AFN L AEENME D Ly RYYE T RIBEC e L7 EOIREB 25 BEZxHR L Lic
BARRBIIITOIL T, £z, 22 e — L REROEMEBEIZE T 2 AKHE AR
R, ZHOBRFICHT AIEHE T, EMIIERARE L TWDEZ L2 THEETHZ
L

PMIZHIT HCNVIZOWTIE, FET7 V7 NEE . PMIZE T ZCNVOIRKRIEZ A 288,
L O DIHDE N M A TOIRWEBRE ISR 2 AR O FRBRIT 720,

I Z BT 5 1
AHFN O A~ ORAFNZEENDT Y 7 A&EIFXImmol (23mg) KiiTh D720, FEMIZIT
PR TLEEER JAILRD,

4.5 Ml E O EAER KO O OFE A AEH
MAEMERICET 2RBIIIThb T,

LT IRV T 4 N X BRI (PDT) & AFIOGEHICET 2RI ThiL T\
W=D, FOLRENET T T 7 A VTS STV,

4.6 AIHRENHEA T DA, Wl R O HLim

TEHR AT RE 70 2ok

AR FTRE 7R 2ol TRIE T R ONARA & e o & G- L= B30 H R, BNt 3 % 2
L. (44EZBR)

i
77 VLt T R OR~OR G T 5T — 213 7e 0,
R CIIEHE CORFBRTREZICN - IBIREENEO bz (3ESMH) |
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IR G172 OB IRTRITIET IRV, I3t U CiE, 1R LA RMEN R RICR T 2
FERY R faRit 2 LRI D5 E 2hkE . ARIOERITHELE S e,

5L
77 YRS ML RORIICBATT 50 E ) AN Th S, BRLERRICHT 5
PEITHRBRC & 720,

BRHIFA~DOARAIE G ITHERE SN2V R 2T 2856 LIBE 22T D355 O 5 OA %
ZE L, I EPIET2D0ABANC K DIEBEEIEZ DD ONTNOOERETH &,

HIERE D BT D
EMAECTOEERFEICHET 28WRBROFENS . T 7 U~k 7 hAMERED A FHRE 12
EEHLTOTHRENDOSH D Z LAURBR I B3ESMR) . 20Xk 2Bk, IRNKRE
BORHFEEPIET ITBEWG AT b nEE 2 5D,

4.7 R R ORI O BRIERE IS0 3 5 R

AEFEIZ L R IR EO W L — R R iR EE R H 5 b b 2 L
N> 2Tt TS N OB OEMEIIFT T B2 5, T D56, HEKEDN T2 EiE T
% £ THBEOEESUIMR O BIEITATD RN &

4.8 AEEH

LT 07 7 A )VORE

8O DHNMRERRFRERIZ I T LRV REEMFT3,1026100 5 B 2,50161 25 A D HELE
HAETHDH2mg COREGE25%1T 7,

ARF 2 B A RN G LT RO TESR FEACBEE T 2 HE RIROBIEM ORHIT, &5 E%K
1,900 5% U T AR T, R, IR, MERRRIEE, SMEIE AR, H B, G-,
RN OIRE EA & ETne 4HSH)

FRREWER (KRG ST B DB5%LL ETHRBL) 13, A L (25%) | #EEEH L (11%) |
BT (11%). IR (10%). AR (8%). IRE LA (8%). T HFEE (7%) LU
il (1%) Tholz,

BUWERAO &R

LT oaettT — 2121, BHAAMD, CRVO, BRVO, DME K O'PMICHT 5 CNV A 1
JGIE & U728 D D FHIHER AR FRER 2BV THREBL L, [ FH UK & A PRI BEME D
HVEHLEEZONDIETORWERNTHEN TS,

FRERIRSFER OLL T ORBUHEERNZ, RIERZRICE T
FEFICEW (10%LLE) o By (1%L E10% R0« RV (0.1% 84 F1%RT00) . FEREL
&V (0.01% L4 E0.1% A7)

[

FEHSHEERD4 7 N —T ORWERNIZ, BEEO@WIEICRLHE L7,

719



# 1 BIFARERR

bR (B HA AMD, CRVO, RVO, DME KON PMIZEI1F 2 CNV o 25 ILAH i Rk
BRCOREMRHNT) ATz A Tl S vz RIER

PRE RIS FERIZ D 1A K FEF IR
ol R MOE ™)
Rk WAET Mg BRI, | RN, H,
ol B H 1 HER (0 35 b S e P R e SMETE AN,
HENBH HERRZS I HERBEZLAL, il T2
AR LR ZNAETI I LT/ N IR
AP, 7 R URER,
R B NRE, LARTEETE LN
M BN, IR R ARTE I |
2T AR, L= R
IS A TR FI LR
14 R 15 AR o> B IR
AR B IS Fi K
FE HiEO 7 LT,
ERRUNERiLY/N £ N NE
Bl TR S fe
TEHHEBAT TR |
IR o> B
IRISEC VI
IR Mg e |
TSRO .
SRS
MBS 1.
AR ifn.

*) B AMDIZ BE S 20k, B AMDIRERIZ O HFE B

) BRI R O FEME D IRN %

wex) RGP AL OWMBOEIZIZ, FIB. TORE, BME, ENREME LTEET 7 0 7 F > —/
TF T4 TR —R BT

AT F517 &S FF7l HIH

B HRAMD T OBIHERER Cld, Pritesl z $ 5 U7 B2 DAk i D R B3 1Y
MU7z, 7= X~ T HREKOARKRES 22T 7-BE T, FEORBEENE S,

BRiMmARIEARSE (ATE) (X, & PEVEGFILEFICEE L TAEL L RO H LA ERRTH
5o LT2h3 > T, VEGFREAIOM FARNH G2 L 0 A0, 0 i i 2E 722 & O BhfR Az 2842
JENFEET 5 U 27 B EGe L 5,

BHMAMD, DME, RVOKX UPMIZE T 5 CNVEE AR 25 L - R RBRIZ BV T,
R IM AR FEARIE DR HRIIME o 7o, 25 OWEISIEIZIB U T, AFIRE K O BREER] T
FEREITRDO NN T,

ETOWRFEMZ 7B ERBRIC, ARNZBWTHRERMENEC L WREEN S 5,

BER 2 ZEDOIN D b DIZ OV T DR

AREFEGLOTHRZ BN T, BHEARSRONL BDICOWNTOREITHEETH Y . Z O
RO AREIRBORFTT v MU AT RT U ZAOHRNT=4 U v 7N aiE L 7o D, IR
PEFFE 1A RS IR HE S 41TV D National Reporting System % 3@ L CREIWEA RO D H DI
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ETRETLHZLBROLNTND,

4.9 WERS

FERFRBRIZIB VT, 11 A MRS T Rdmga 5 L7213, Smgx @FIPe 5 U= ksik7e r— A
Ndo7,

BHEREOBMC K 2EERGIZIRELY RSG5 7EERH D, LIz, llEks L

TS E IIIREZBIEE L, BRI L ST L2 S8 Tt a2 flin 5 2 & (6.6
HZH)
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1.7 [AIFEFEIZh G — R
Bayer Yakuhin, Ltd. Page 1 of 2

1.7 RIEREZm—E

77U LT R 2 mgfAl (JREE 40mg/mL, 1 [EIOEE AR 0.05mL) 1%, [HULE FARKE S
A 2 £ O INEREEBEZME (AMD) | KON THESRINEEBERIE (DME) | 21X U &3 5 IRE D
RN RIS TR STV D,

AHE] (77Ut 7 b 8mg (JREE 114. 3mg/mL, 1 IO ERE 0.07mL) ] 1XREAROT 7
Ut 7 b 2 mgflAI LD EENEL ., REMRBOER 28R L TR Iz, A&lOHRGEREE
T THLE PR IESET A I AE & £ O INES S BEZ8 P (AMD) | O DHEJRIG S BEZE (DME) |
TH D,

AANE R T <HU VEGF HTH Y | IRFHEEURE OIS 2R D, BERIMEOER 2 75 L TH
¥ RKRENTT 7V v T ROT r Ay A7 wEfER S & L TRIRT 5,

B, 77V N 2 mgBANIAK OB AMD B A xS & U 72 [E R IE (R 5 AR R
(PULSAR #B%) K& ONDME B 2 x4 & L 7= [E R [F S I/ MAHE0ER (PHOTON #R5R) |12 T, sREEE &
LR SN,



1.7 [FIfERZ S —ER

Bayer Yakuhin, Ltd.

Page 2 of 2

fRed FA Y — T C8mg BT RNEEERE | T A ) — 7 R RN A NE—AEORYPRNERIE | A 2 o RN S v b
114. 3 mg/mL 40 mg/mL 120mg/mL 120 mg/mL

—fd AL At 77 Y~ Lt R TP e TaLy XeT
GEHE T ) (G T4 %) GEHE T ) (GEHE T-RAH )

=it PN VA A T VEE A AN BB RRE A A JRNAT 4 AT 7 — Rt

PN ESIES

DR T ARMS R M 2 S
Il s BREZE M

PR AP o B T

HHOL T RS BB A= i A8 2 9
Il s BREZE M

ARG IR PR ZEIE L A O B D7 e
R F5 1T 2 WRH& S8 2
1

W PR IR o B VA
AT A Ak P B

A VLA EAE

R T RS REHT AE ME 2 fF S
Il s BREZE M

Bl PR Ip v B T B

L T URREIBRT A L P 5 0
W BEBE 2

Bl PR Ip v B T B

USRS
il H

2022 £ 9 H

2022 45 H

2022 46 H

ikl

xR




Sk 20224F 9 HULET (46 2 Wi, AIREZA W, TR AL) BAEEERSEES
*20204F 3 H ksl (45 1 B, #hheZ i) R AVEGFEY PEEH 871319
Bk 1 g R L), 2~8C THAE 77NNt 7 b GRIZFHER) RPN ZFEE | GEEE
SEARS e I% ﬂﬁ%lﬁ%nm ‘nn) = ARICEHO
AR : 247 )] FEMHORE G, RIS, i LANAMX0I39000| 20124111

71 ) =7 FHREHE 40mg/mL

EYLEA solution for IVT inj. 40mg/mL

) ER—RMSFOMTEICL Y HHTL L D6

%) VEGF : vascular endothelial growth factor (L% P B Ji K 1)

2. B2 (RDBEICRBELEV & ok (RFAERBIRAE) ]
21 jiﬁflld;)ﬁkﬁ‘ﬁﬂ Lié%&ﬁ@ﬁ%ﬁ@@l’oé%% #% 5.4 FIIRIGIEAITE T & 2 EREH) K OHMRHK T4 o s
2.2 OLZMUH P BHD B 2 B D % I3 G & 7% B EIEHIC B 2 AH OB G BRI T3 %
DEED B 2 B IR 5% o B 1% 2 5 1 48 WZ AL, AANS L DM E AT AICEL. B
RUF 2 BENHD D] HORBRIHEOME., WP, W & 2 TS
23 MNICEED RO B 5 B[ LRI ET 2 ZEE L. ARG OEGZHNT 52 &, [171.13
BENYD 5] i
i ) 113 ] % . -
ZAg?Xuﬂﬁbfuéﬂ%ﬁ@@éﬁﬁQS, 6. FIs RO IR
(OB TARIEEE I M E % £ 5 M AEEM)

77Uk b GlEfE TR Z) & LCT2mg(0.05mL)

3. #HRK, - #EIK Z1p H SR ATl a3 B AN Tk 55 5
% 3.1 $HEK ZOBOMEFEIIZBWTIZ, B%. 2 HZ & 21,
s, 7 A ) =7 6 TR #40mg/mL RIS 20 2B, SRICE Y 35 Mk %l
1l > $¢ 54 (0.05mL X 120.01mL) H T A5 10 B EHIFs o &,

oy (L2007 b REFHRZ)T 2mgX i04mg (EIFSIREIEAE | £ > BEERIE, IR B 3R
1254 7 (0278mL) RIS A 1)
770 N7 b GEATHIRZ) " 1112mg TIUNLET b GRIZTHIEZ) & LTl S 72 ) 2mg
LA 7 (0.05mL) % W TINS5 %0 B5 M. 15 AL
Y UYBTKRFEF MY T A 0307mg EhiFsrz L,
1] > —_— 1 . N

|0 TR 2 8 0 9me L
Hit - vbomg 77UV ET b GEfETREZ) & L T2mg(0.05mL)
HIBEIHE - 139mg F1s AL, ST RNES S 2, 20
RY YV N— 120 : 0.083mg . . 24 L. B TRNEST 5. BB,

M F A S—ZNK RS — PRI A TR S R, FERIT & 0 B 5 R & W T 225, 12 AU RS
3.2 BRI DMK BTk,
ot %4 7 A Y =T W ARSI 40mg/mL * (M EFRRRE)

- PR I £~ P8 W D *x77VNRLVET b GRIZFHIEZ) E LTI, 2mg
pH 59~65 (0.05mL) % M TN T 20 k. BERGAILH
BIEILI Ry CERLETH RIS B 1E) BT B, 12 AL LOMBEES T L L,

. s (R ABRERE)

4. SHEE IR w67 70 ALk T b GHETEE) & LTI, 04mg
O mLE ARSI EME & f 5 MR (0.01mL) % M TN ST 20 Bk, BERYAILH
O MIRFIREARIE (- - A5 7% BTEBH 1y 1M EOMBE B S &

O SRIREIRIC 3517 2 DA IS 4 M4
O BRFENTIE 7. AERVEARICEET 325

#O MEH AR s (DTS TIRASIERT A I % £ 5 ISR IL M . 0SS

s O SR ZA 0 MBREAE BREAZEAE |k 5 BBHZIE. RRROEIRIC 5 U 3 IRIGEH

) o e MG, BREEIGIE. MEHERNE)

5. WBEREZHRICEHETY 2iEE 7.0 WM e G & 70 2R A5 2 By or it 1 LI I

ok (DTS T IRIBIRATAE ME & 4 5 MESIRIRLNE, MRE el DA AL & Bt A T U2 3R L 72 b e A %
IREAZEAE (C 4 S |ILZIE. RANERICH (T D IRIGES PhF B b, B HIEEIC B 2 R H R
EME. BRFATFE, IENERNE B3, FIRCO %A 4 3R L 72 1 CH

#*5.1 RANC X AEHZHIGT HITHEEL. b °J'F§FS§C:J: ﬁ“ﬂﬁ@(ﬁﬁ%ﬁ?'\):to

L8N, MBSO FHREERL. AHKRGOELE (RIS SR IREAZERE |- 8 5 B HITIE)

Wy si, 72 BEOWEIEL» AL % HRIAT O, Z0R$E
CRRIRASAREAZEAE (< ¢ 5 HE7IE) ) T U D ARIE & RERERG 1 BEE L. AAIE S 0 %
5.2 ASn] 3 Y 2 i M BB Ak T2 e o B R I B E A 3R & IZoWCHEIHET 2 L,
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e WL 20 0 5 R B OV s i BRI & AT 3 B TR
H2mgZ i TR S Lz & &, $72. EPE MAHIERER
BT, MAFH RPN A5 2 BB CAH 2me % B
FHRARG L7 & AFANGMEE I 3B TEBI AN
WREAVE BT & MR BB Z R L7z,
el o AR B/ IS v St Al Y S Wy R BE A0S o T R
(15.6ng/mL) % L.Inl > 7= #5845
16.2 RN

770Nt MR RN S, AR g BRI

BT 5. 72, &BMERINLT Tk, A TRER

VEGFHAERE LTIEEAENELET S, BB, WHEME

VEGFE AT A0, M7 7V VET FOATH b

16.3 9%

FHtrHFIZ7 7YXV 7 Fmg(0.5meg/lR) 2 TN

BHL-E X, BEHAT7T Z7UNLET MEEICHFRICHE

L. ZOMIE IR OMRAEIE & LR THHZ I E Do 720

RSB B ISR 13491 ug/mL. MM B ORIt

—4-

B A REIRER. 2hZEh208ug/gk1736.2ug/gT
H otz WHEEIT 7 1) X)Lt 7 b OHRPIEHERIC BT 5
I RN AR TLI5~ 132 B T D o 720 MAErf o 3 B A
77NV ML, IR & IR D TG L
WARHIRED B X 2100055 D1 TH - 729,

17. EREREIE
171 M RULLHICET 258
(OB TIRISIEST A M % 4 5 MM EEEM)

17.1.1 BAAN% & HE M HEEEERFER (VIEW2RHER)
BIEUME R A TEEE 2050, VEH3AASEZ &
2mgi G- (7272 L. BAHO3MIZ4E T L 1), A
2mgfk b, 4T E05megtkh. RS X~ T4HET
& 05mg G- D4R X % MEVE AL EM A A ABR 2
EW L7z ZOBAUEHIZ, 4B LI OLEN 2
fliL. $5MEARECTHIZEM AL 2w X 5 IC14EH
& U 2 % 5 2538 208 o TR RS- L 72,
FEEMEEE TH AETDRSHIIZFEIC L Y VERICH 28
MiFF* STV BEOEE (PPSHNT) X, ARAISH I &
2mg% 5.8 TI395.6% [ A AN100%]. T =E X~ 74T
& 05mg 5B TI1394.4% [ H AR N96.0%] TH - 72 (TS
B)o =¥ X~ 705mgft 5B & RAIGH Z & 2mat -
BEOBER 7 & 2 D95.0%f3 HHAX [ 13-1.1% [-4.8~2.6%] TdH
0. BEXE O EREAIESTEO B (10%) 2 T >
i ho, AARHZT L 2mgk G5 HENTFT X< T
05mgd 5B B IEHMAVRE N9,
¥ R=ZA 54 VR URESGEST KT 15X T

el
soisi | A | P17 =0 %
Z¢2mg| ¢ 2mg OEmg 05mg
B | R | oS | oms
S2MH ()], T 956 | 96 | 963 | 9l
WM S + (258/270) | (262/274) | (258/268) | (254/269)
B O

HAAN| 100 100 100 96.0

% (%)

(PPS) I | (24/24) | (24/24) | (23/23) | (24/25)
52 H (1FF) |, (89 14476+ 12697+ 14194135
DREEER S| (306) | (309) | (296) | (291)
AT DL

(it e e | FRA100%1L1| 8584 |159= 10694130

(FAS. LOCF) | Bl | (25 (26) (25) (25)

9634 H (24) T P 81+156/60+149|81+15885%15.0

DIEEERT| (306) | (309) | (296) | (291)

:' M YA 28
237 DFHE HAN|105+132]53+15.9(160+11.3|7.3+18.2

LRk + B
(FAS. LOCF) | KBl | (25) (26) (25) (25)

VAEH OGS | 24| 756+12 [122+22123+21[124+18

Moz | HARAN

(FAS) g 7712 |125+13[124+21|128=+038
24EH D G | 4R | 4018 | 3919 | 45+23 | 47+23
B+ BEAE {2 HAA

QCEHIZAS R 3407 | 3107 | 3817 | 4524
&) R

() AL R% 21 B B0/ G 51 8 Sk 3 91

—_
ol

VIEW 2 R

—
(=)
1

oy TI-II{T =TA

pe T
AAATLITITTY LLITTTSYY

L
o

[$2]
1

0 8 16 24 32 40 48 56 64 72 80 88 96
Bt P fiE + B
—— 5 U A T4H T L 05meft 5B
KK Z & 2mgk G- BE

(=)

() EIR &S SRR



17.1.2 iE5V 5 MAHRER (VIEW15ER)

BRI R BEA PR 2 5. HEHIZAFIHE I L
2mgPe - (7272 L. RAD3ENZ4E T L 2P h) ., 4T
2mg 5. 4T L05mgh 5. RUT=E X T4HT
L05mgPe G- OARET & B MEAE 25 AL = FME g 4 T AH 3 %
Ehti L7zo ZOHEHIZ, 4T L ICH5 002
L, $5-MEIRETHI2HMZBA WX 5 ICI4EH
LA U % PP 538 A o TR TR G- L 72,
FHFMEH TH HETDRSH N FEIC X 0 V4EHICH A
HEFFF SN T 72 B O FE A (PPSIEHT) 12, AHIH &
2mg 5-HETIE95.1%. 7 =¥ X~ 74l Z & 0.5meHk G-
BECI13944% TH - 72 (FEBM) . =¥ X< 705mg
LB & AKIHE T & 2mghe 5 OREM 2 & 2 D95.1%F #H
X [81%-0.7%[-45~31%1TdH Y . EFIXE O LR
HHEORAME(10%) % TR - 722 &Eh 5, AFAGHIT &
2mgPt 5 BED T = ¥ X< 705mght5- B 5 LT
HEENTID,

¥ INR—Z T4 v EHEURABIES) O T A 15X F

R

(MR AR ARRAZEE I £ 5 BHZIE)

17.1.4 BAAN%Z & 5 N HER LR FE (GALILEOHKER)

MO rh L IR B ZERE VA O WEBEIRIE 2 45 3 5 B 2 4R
12y ARA2mgPe 55 LW BB OB X 2 A L =&
JUE i I Al R 2 T AH GRSt L 720 ARHI2m g G- 1

200 H F T4 T L ICEI6M P L L. € DBIIPRNER -1

ATV, —h. dER#EIZ48 A H ¥ ¢4 Z & 1IZSham ik

g2, ZDBIZPRNIX G- 3%2 175 72,

#1024 548 H FTl34H T & 12, 528 H PRI’ &
LA 5 ILAEITHE o TAKI2mg % $¢5- L iESham
WS &2 4T - 72

X2 AT ARNTEST & W CALE 247 9 2%, EGF0fb DI
StO RIS V) vV R FPETUREE T CHRERICHE LAY
%5k

%352 HIZB VT, BRI LEMAR S $X&ETh
WEHKIT 2 YA EBRWT, RAI2mgoi 5 %17 -
720 ZDH, 60 H & 688 H X5 HMEIHE - T
A#H2mg % $e5- i Shamit: gt # 17 - 72

< PG AEHE >

AL L 726y

« OCT T #MiE#HGE) 2 & 2 F D HEIIE o B8 % 72
DoHEEDBIT, KEBEHNIR I TN E TORK
BAIT LT EOMKT

+ OCTIC X 2 LR 25, PENEME O RALfE L V) D
50um %z % B

+ OCTIC & 0 it S 2 RO FH I BLEEO D 9
BatEZE LD B W IEMERE TR, 25 L <D Mg E 73
250umbh O BIEPE O F Ak R

g L E

o EGIEADT A 3 7 A3 R BRI 553 DL R,
ARIZOCT DL 77 4 — N F (PO dh S EE
Imm O & PH) IS RREIRIE A L o

FEFMIEH THHETDRSH NI FEIZ L W24 H IR S

EBRITISX TP Lo NG HEDS AL N RFOEE

(FASIRMT) 12, xFHERE22.1%120 Ly AHKI2megdk 5.5 T

60.2%. #F [ 751338.3% (95% 5 WX [t : 24.4~52.1%) TH

0. RHBEREEICENR TV S Z EHURE R [p<0.0001,

Cochran-Mantel-Haenszel (CMH) B 1o HARANERIZH

WTh, MIEEELI25%120 L. AA)2mght 5-# T61.5%.

T 18 7513 49.0% (95% 15 W IX [ © 3.93~80.04%) TdH - 72,

F 7252 HTH . WIEEE324%ICx Ly AH2medk 55T

60.2%. #F[71327.9% (95% 5 X ] : 13.0~42.7%) TH

D, HRANERIZBWTH ., W HEEE25.0%I1C0 L, AH]

2mg 58 T69.2%. TEMI71344.2% (95% S MHIX 1] - -1.57

AR | A4 7*‘?9;5@ abg
Z¢2mg| T & 2mg Ogmg 05mg
BOGHE | B e |
528 H (14F) 12
WD S
. pgern| 951 95.1 95.9 94.4
Zz%i"%;‘%@% EIRB (950/965) | (271/285) | (259/270) | (254/269)
(PPS)
523 H (14¢) T
DB IEST
e vl s
b = B
(FAS. LOCF)
968 H (24F) T
DR HEIL B 171+168(93+159|51+146|73+17.1
A ST OPRZIERM T a0 T s0n | o1 | (304)
b + B 2=
(FAS. LOCF)
14 H o 5 Il
B+ BRERE | 2HEF| 761 | 125+1 | 1212 | 121+2
(FAS)
24E H o ¥ 51l
B g |,
AT 1= A oy 7| BRI 42 173|402 177|452 2.18| 455217
BH)
() PO EZ S 0B/ SRAMG 0 B S R 51 4%
157 VIEW 1 KBk
10 H
z TH0A4S AT T

17.1.3

P TITL LT
L;LL L ‘LLLLLLLLL

(21
1
-

0 8 16 24 32 40 48 56 64 72 80 88 96
Bl SPIgME £ R
—— 5 U X T T L 05mht B
AHISH = & 2mgik 5-8E

ERNTER S h - THEAR2EBROT LM SN
(2 )
ARANZE D AT 5 72182451 (83 T & 2mgHt G- = 61041,
4T L 2mePe - 1 61361, 4l L 05mafk - 1 60141)
896#1 (49.1%) ([ZRIVEH (B 5-FHITRN T 5 H HEJi g %2 &
L) DRD SN Tz BB, REBHNI480%1 (26.3%)
MY 15841 (8.7%) «  HE . 51-89%1 (4.9%) TH - 72,

(=)

(R4H) EIRNEE S SRR
N

~77.36%) TH - 7z (FRZH) 0,

, AH2mg

it e -
24 BIZ15 X TP E ol o 22.1 60.2
PALE T NS (Wl EA0) (15/68) (62/103)
BE# (%) AAN 125 615
(FAS) £ 3| (1/8) (8/13)
24H TORSBIERN LA 33+141 | 180+122
A a7 OFHEAL R + B (68) (103)
HAE A 72 HAN | 06+109 17.3+115
(LOCF. FAS) 35| (8) (13)
20 A TG MB | &EM | 53+15 57+09
R HAN
(FAS) P 41+21 6.0+0.0
52 B 215X Eo# o 324 60.2
HEERASNIBRED| (22/68) (62/103)
EH (%) HAN 25.0 69.2
(LOCF. FAS) M (2/8) (9/13)
52 H TORBBIERT P 38+181 | 169+14.8
2 a7 OYHEAL R £ (68) (103)
e 7 HAN | 33+143 159+135
(LOCF. FAS) H (8) (13)
52 H FToRG M| %M | 105242 11.8+238
R 75 HAN
(FAS) i 76+58 122+19




Hi5361 (36.3%) ICRIEH (B 5 FHATRIN T 2 4 EJig %
Gh) RO SN, ERBIE G, 20 %]
(13.7%) « HRE 51581 (10.3%) « HRLiE 1440 (9.6%) « IR

A#H2mg AFH2mg
o B RE e LA ety
763 HIZ15 L Lo P 294 57.3 243 H COREBIERT
NEHRR SN BHE D (20/68) (59/103) 237 OV LA« B g | HOE1796 | 17321278
#4(%) HAN | 125 538 e 2% - (73) (114)
(FAS) HH (1/8) (7/13) (LOCF, FAS)
768 H TOREBIEHN gy | 623177 | 137178 R A
2 a7 ONV-HEAL R £ 5 (68) (103) R g 72 44EH | 53+1.33 58+0.66
e 24 AAN | 41+146 | 140+171 (FAS)
(LOCF. FAS) M (8) (13) 52 HIC15 T Eo
() P 3% 40 5/ AT B B0 13 3AT 1 8 NEBEHFHENLBED| 0| 301 553
¥ 208 H F IR MR Lo B et | & L HE (%) (22/73) (63/114)
) (LOCF*3, FAS)
i g GALILEORER 5238 H - o I 4 4 1E #1 )
i A5 0 - _2 27 OFYEAR £k | 38+17.14 | 162%17.35
%15 1 ¥ NN g Hefi 7 ARHL T ) (114)
- 1 1 i
7 ¢ (LOCF. FAS)
2107 52 H 3 TORG K+
2 5 T {7 AR | 106+385 | 122+207
1t (FAS)
o4 10058 H 121542 2L F oo #l
b NEERAR SN BED o 233 491
S T T R S R SR R R 45 (%) - (17/73) (56/114)
0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 (LOCF%‘ FAS)
& TR+ B 10038 H T 0 it ¥ 55 1E 8L )
D 237 ORI B, | 1521767 | 13.0+17.72
et el 2 ERH T g (114)
AH2mg % Be G- S N 721465 (RAN 10451, K HETE4241) (LOCF. FAS)

() PO R 24 B0/ A 51 K S0 3T 51 K

*1
2

2038 H % T4 Z & ICSham{ES L. £ DO%IEPRNIX S

B8l (55%) T - 720
17.1.5 #B41 55 M #H55% (COPERNICUSHB&)

2038 H % T4B T L ITEI6MIR S L. Z DOKIZPRNIK Y-

31 24H H F TITRIWAIL L, 22 AH2med 5 31 Sham{E4)
DI ABIMIAG O EF I & Lo Th DA odid

KN O R B ZERE LRk D WMBEIENE 2 A3 5 B 2 bR
W2y ARH2mgPe 5B L O BB BE D28 12 X B MR AL
SUE e L ) HE A T A 308 2 92 0t L 720 ASHI2mgbe 51 1
200 H % 4B Z L ICE6IHEL- L. Z DH%IZPRN G- *
ATV, —J7, WIREEZ2008 H % T1348 Z & \ZShamiE:
FIL. ZDHBIFPRNIG-* %475 72,
¥ 124 H4AQMH FTIZAE I 2T, 528 HDRIZ12:H &
EATHI G-I o THRARZmg R - Lo F 720
52 H LB X, ARF2mgx &5 Lo 28513,
Sham{FEgHIFEHE L 722 > 72
<G IEHE>
WAL L 2285 f
« OCT CET Wi o) 1< & 2 O fIBIE o B9 % 32
DBHELHIT, REBERINAAaTHENE TOR
AT 5 U LK
« OCTIC X 2 H DB S, BEISE MO L D 3
50um % #8 2 % B
+ OCTIC X W it 2 2 MO BLUZEIENE D D 5
NaPEZE LD B WIZHEIE T, 75 L < O Mg 23
250umbh_ L O BIEPE O F AR IE
Y L2t
< BB IERID A 3 7 ARG SR B 2 S 530 P g
FEFAMIEA T AETDRSENEIZ & Y 2408 H TR
ERDTISLTEY OB LERA SN BHOEE
(FASIRBT) 1. *FHRBE12.3%I128 L. AH2meik 58T
56.1%. # [71344.8% (95% 12 #HIX 1 : 33.0~56.6%) TH

0\ AABEIHREICENR TV S Z L AURE N7 (p<0.0001,

CMHMUE) o F7:52HTH . AHRES0.1%IT8 L. AHI
2mgP 5 HET55.3% HE M 71325.9% (95%F X ] : 11.8
~401%) TH o 7= (FERBH) W,

- AF2mg
o HE %
S
24 H 15X FE U EoM
NUBHH SN BED| 123 56.1
#4r (%) SR g79) (64/114)
(LOCF*3, FAS)

17.1

3. LOCFEEIC L > THi%EL 72

20 COPERNICUS SR
TTITITTTTTTT
154 A+t T T IITITTTT . I - -
T I T I

—
(=]
I

|
ol o
I |

(?ﬁx’ﬁﬂﬂ-) BRI & S SFREFER T
s 3
Il Il

0 4 8 121620 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100
B Il = B
—— R
KAl2mett 55

AH2mg#x P 5 & 7217140 CRANF 11450, HIREES7H])
6441 (37.4%) W EITEN (3 5-FHO RN T 2 4 EH L %2
EL)RRD LNz, EREIEMIE. KB w2941

(17.0%) « HRFE171(9.9%) TdH - 720

6 BAANZ S HE M HERLRRER (VIBRANTHER)

08 MR 15 iR 53 ke B 8 LRk D BRI 2 AT A BB A R
W2 ARF2mete 5B L O IRBE D 2BEIC X % 65 AT IR 2%
Al M L o R B % S L 7o A 2mgd 5 E 1
2008 H T4 L A6 PEL L. SR IZ B L —
F I (L — I —HH) 2 S fif 7%, 12, 16,
20 HIZV A ¥ 2 —RHE ISP > T L — W —ih (7272
L. REOL—F =R, S128L FRET 52 &) 2
17U 720 243 H U, AR 2mes 581348 H ¥ ¢°8M =
LAIZEHMBPES- L, 36 HIZL A F 2 — R - T
L—H—HB e il Lze —h. BV A% 2 -1
WL TP > TARA Mg 52 BIA L. 48T & 21,
3 I G, 8L IC48EH F TR L7,

<V A ¥ 2 —iftdiiE>

DTk 5 H1HEH U L&z LE



+ OCT T b7 Jeg i s
DOWENEMEDHALE X Y H50um% # 2 TS %

« OCTIC & ) FBUE BN ORI D 5 Nk ZE b X
IR TSI S S, &L L IROCTTHLY 7

74—V FISEEYE D O F ANETRIEASHE

ANBRL N | I Ve (O S Q

LY (W

o HEIEERIR 0B B ZEREASE I L IREIBIEBLI A a7
BENE TOREXTFEDP O FULET L, 20
OCTTHILH 7 7 4 — v F O F-IgRa 5L ASEE I 5 1

D EAEL Y HBINT 5

FEMEEH T AETDRSH I FIC & Y 2438 H 2R
ERNTIEXLFU Lo ‘LA SN2 BEOH G

(FASHERT) 1. X HEEE26.7%12

52.7%-

D AHBEDA RIS

ARH2mgPe 51 T36.4%.

L. A 2mgit 54T
BEM 221326.6% (95% 5 WX 1] - 13.0~40.1%) Td
BN TW5B 2 LR SN 72[p=0.0003.
CMHME]. HAANERNZBW TS, WIAELL1%IC
T 7213.25.3% (95% 15 JAIX R -

-19.10~62.49%) Th o 720 F 72438 HBIRE. WA TIX
KA BFH (EERTETH. 55 HARNEFRTH) 3L 2

% 2 — LIS > TAM2mel 5 % 2

HTH 3 HAE41.1%123 Ly AH2mede 5- 7 T57.1%. #F

1 729,

5238

] 71316.2% (95%fEHHIX [ : 2.0~30.5%) TH Y. HAA

FEEITBWTH. HIHAE33.3%1C

U AH2meie 51 T

45.5%. HEMH721312.1% (95% 5 HHIX 1 © -32.39~53.56%) T

PSRN

AA2mg % x5 & 17215801 (ARHAIFEILH], xtHEHE67H) v
4361 (27.2%) \CRIVEH (B 5 FHIWOEN T 2 455 L % &
L) B RD O NFz, BRI B 265 (16.5%)
Thol

(RHYERIC B (T 2 IRASIEFT £ MmE)

17.1.7 BAAN %2 §C E N HEEEFZE (MYRROREER)

W5 AN BT B MRS B A 1ML 45 - % 3 A AR K 2mg
Yo 5B B ON FRBE 0 28612 X B MR AL~ TR MR L o R
8 AR 2 920t L 720 A GBI Hm P 5.8, 4438
H ¥ TPRN¥ 5%, WA 200 H F T34l T & 12
ShamiEgt*2 L. 248 HIZAH] % Wil 5%, 448H T
PRN#: 51 %47 - 72,
X104 L AZER 2 AT v B LR ICHE o TAH]
2mg % &5 1ZShamit 247 - 72
X2 0 WA & ) DRLE 2479 25, I oftb )i
StORVIES YY) VY B JRTRREE T CIRERC I LAY
SR-Vik:S
<P h-diE>
UToX#ED S H1IHEA M LE Wz LEE
< REBIERI A 2 7 2SHi I OBAL D S5 F UL EOIKTF
« OCT OET i B #HE) 12 X 2 LM IR A6 18l o B
A X 0 3 50umiBHg N
R EBEEOMED O ) Ktk b, HEE T,

Holz(FRBR) 2, 3% B Rz < B
S AH|2mg o BrBLO B I 0 IR R A 104 S0 O
o A o BRSO EV G I O/ AR B HE PR D BB W 7
AMAISLFUEOR] 26.7 52.7 BHBLEEER NG
NGERHR SN RGO (24/90) (48/91) EEFMFH TH HETDRSENFC L 224 B2 BT 2
#4 (%) HAN 111 36.4 WEBIEHTIOR=Z 5 4 ¥ 5 5 0% (FASHHT) 1%,
(LOCF. FAS) H£H (1/9) (4/11) AH2mgPe G- 12137 OBITEETH L. wHIRE1E2.03C
2438 H T O W BIERL) oty | 69%1291 | 1701188 FOWD, BEMEIX 141307 (95%E X © 108~17.43C
237 OFHE{L ] (90) (91) F)TH Y. AAF2mgdt 5O ShamiBH 2 h) 3 2 BB 2R
HE A 72 HARA 24+97 125+80 E N7z (p<0.0001. FL5HH) . HAAERIZBWTDH,
(LOCF. FAS) H£H (9) (11) AHI2mgPe 5-HE10.93C T OBIIFHITH L. *HIREIE3.7Z
200 H T cofh x| £5EH - 5.7+0.75 FOW . BEMAEIF14.8 LT (95%E WX 4 : 10.8~1883
T HE {75 HAN 3 57506 F)THotzo TAGAHTH . AAI2mele 58 TIX135X
(FAS) H£H T FOMPEEETH L, WIEEI3ILFOUETH ), HA
52 15T Eo#l] . 411 57.1 MNERIZB VT, RH2med 55 TlX 12630708tk
HEEwARALNBED (37/90) (52/91) R L MBI L F OB TH - 72 (FEBI) Y,
#E (%) HAN 333 455 — AH2mg
(LOCF. FAS) M (379 (5/11) P53
52MHTORBMIER| 0 o | 12221194 [ 17121307 243 H CO MG IES D ooty | 2097 12183
237 OFEHEACE £ fE " (90) (91) 237 OVHEE+m (31) (90)
HE A 2 HAAN 9191 149+6.6 M e HAMN | -37x101 109+80
(LOCF. FAS) £ 30| (9) 1) (LOCF. FAS) M (23) (67)
A8 H F CORL M+ | AR | 441029 | 90=176 24HHTOISLFEL ED o 9.7 389
B HAANT  oiom | odels P E TR (E (3/31) (35/90)
(FAS) k| T T DHEE (%) HAN 87 358
() PO EZ S 0B/ SRAMG 0 B UK SR 51 5% (FAS) £ bl (2/23) (24/67)
X1 1 WBE L — P — B % . e o 0 29+16
%20 200 H i 143@ S L CEMGIE S Ly 2438 H DL 248 H % g’igé%;$ﬁ]ﬁ5@ =R (31) (90)
T8 = & ICHHm G (FAS) AAA 0 32+17
%3 24JEHU\I%L: U AF 2 — R - T, RAITRG 2% HeB (23) (67)
7 (AR 6761, AANER : 76)) Tod 5K 48 H ToORSEE LT St 39+14.3 13588
) 237 OPHEACR " (31) (90)
W g5 VIERANTBUR et HAN | 23+153 | 126+88
% (LOCF. FAS) LGl (23) (67)
I 207 BHUCOBLFULD 290 50.0
g 15 WIYEDR A SN BE (9/31) (45/90)
2 OEE (%) AAA 21.7 4738
217 (FAS) KE | (5/23) (32/67)
o v H  cori i g | 002 | 28
x0T BRI HAA 333+125 47??33
7 L L (FAS) o= o
@ ” 01 4 8 12 16 20 24 28 32 36 40 44 48 52 — — %@ (23) (67)
i@ EFiC}1Ei @gﬁgﬁ% ( ) W‘i;ﬁ%’lﬁuﬁ/gilzﬁmﬁuﬁl ‘igilzﬁﬂjﬁuﬁ
i % 1 203 H ¥ T4 I 2 \CShamiEg L. 2438 H I ARH) % Hilal 3 5.
HAI2mgs -1 134438 H ¥ TPRNH5-



MYRRORGER

T

(R4he) EIRIEH S I E s
[N SR )
%

€
-4
¥ -6 L L L L L L L L L L L L |
0 4 8 12 16 20 24 28 32 36 40 44 48
H I+ FRAERE
—— il R

—O— KH2mgl 51

AH2mgZ x5 S 721166 (ARHAIREILF], 1 I #E2561)

2561 (2L.6%) WZRITER (B G- FHICRE T 2 A EF L2 &

L) ARD HNTze EAREVEMIE, FEMIM10%](8.6%) .

FARABLIETH (6.0%) « IYE6%1 (5.2%) Td> - 720
(PERIREBZRE)

17.1.8 BAA%Z & $E M HEEHFRFER (VIVID-DMERER)

BRI 8 LTI 2 459 % B 2 W GUTARHAI4 T & 2mgix
L, 8 T L 2me 5 (7272 L, A O5HIZ4HT &
¥R B OV B (B BE L — 4 — LBt Al & F2 1) o> 37
W& B A 2 Al — 9 M e L e B O IUAH R 2 92 L 7z
243 H DU IE . AFBG BRI BRSO LIS EH L 72
Yitry U= — AR L —F — BB 21T 0 720
ok HEEE 1B AR D ZEHE T HE W AH 2m gk G- (4 T 125
BPS- L. ZOHBII8HEIT LIk s) 217572,

FEEHMHH TH 2ETDRSHAFRIZ L 252 HIZB1T 5

REBERITOR=2 5 4 ¥ 95 0EALE (FASHHT) X,

AHN4ME T & 2megk G- TIZ10.53X 5, AFIBMHE I & 2mg
BB TIRLI0.7 X FOBIIEEE TR L, W IR I3 12307
OUNYETH -7 (PRSI o W HRE L ORI,
ARHI4I8 & 2mgPe 5B TIF9.3 7 (97.5%E X : 6.5
~12.030%) . AHAIGHE T & 2mgix 54 T139.1325 (97.5%
EHIXH : 63~11.8XF) TH Y. AAHEGHEDOL —F—
HFS K T B BB AUR S N7z (KRH48E & 2mgik -
# © p<0.0001, AHI&H = & 2meg# 5-HF 1 p<0.0001, F&55
UM o HARNMNERIZ B W TS AHI4H I & 2mef 5-
TIOR3, AHIRM Z & 2mef G- HETIRISLFE OB
MY L R LI EORIEETH - 70 I
JERE & OREM A AF4HE I & 2mef 58 TI129.030F
(97.5% B WX I : 3.9~14.0307) . AHIGH Z & 2meHk 5-

BE T84T (975%E X © 3.0~1383F) Th o 721,

17.1.9

VIVID-DMERER

=i
—
[
|

T

() EIRIE R S IeEFER

1 1 1 1 1 1 1 1 1 1 |
0 4 8 12 16 20 24 28 32 36 40 44 48 52
3 T + B

—— M

O AN 2Q4F% 51

== - A 2Q8F% -1
74+ 5 485K5R (VISTA-DMERKER)
PRI VR IE 2 A 5 BB 2 W RACARHI4E Z & 2medk
L, 8HI L 2metk G5B (7272 L. R O50IF4H &
) RO IR RE (R BE L — W — BB AN % 92 06) o 3B
W2 & B M 2 AY . TME g LRt TR £ I AH R 2 2 L 72
2H H DR, AP 5B INER ORI AR L
WA, L= —HR IRV L —F— AR T > 72
ot IR VBN TR O JEHE 12 RE WA K 2mgdk 5 (4B T & 125
\PE L. TO®RIIGET LICHkY) #17- 72,
FEFHEE THHETDRSH I KIC X 552 HICBIT S
KEBLERIOR=2 5 4 ¥ 95 OEALE (FASHHT) X,
A48 T & 2mgdk 5B TIX12.5X . AAISHE T & 2mg
P 5 BETIR10.7 OB SR Ly R BEIZ0.2307
OBNUETH -7 (FRSM) . ST L OB 2L,
AH4HE L 2metk 5B TIF12.19325 (97.5%E FX [
9.35~15.04377) . AHI8HE Z & 2mght 5-HETI1X10453CF
(97 5% HEX I : 7.73~13.17LF)TH Y. AHFLGHD
L= — 0I5 2R R SNz (KAlI4E I L
2mgPr5HE © p<0.0001. AHI8H Z & 2meh5-# 1 p<0.0001,
W) 19,

S AH
RERE o et e g s

5238 H ToO R mEGIER St 12+106| 105+96 | 10.7+9.3
TR a7 OV EE (132) (136) (135)
* e {2 HAN|11+£94 | 98+61 | 95+73
(FAS. LOCF) R | (25) (26) (25)
523 HIZ15 X3 Lo ot 91 324 333
B ED A SN2 (12/132) | (44/136) | (45/135)
B OEA (%) HAAN| 80 23.1 24.0
(FAS, LOCF) EH | (2/25) | (6/26) (6/25)
523 H ¥ ToOR G B AEH| - 122+26 | 8712
+ R (R HAN
(FAS) P 120+28 | 89+03

() PR 24 B0/ A 1 K8 S0 3T 51 K
M1 B L — W — et A & 9

%2 1 AA2mga 4T &

(a2

3 1 AH2mg 4 T LI5S L. 2 ORIG8HE I LIk

| A ARFA

R gy aqat s
523 H COREEIER
T2 a7 oFHER ot 02+1253| 125+954 | 10.7 +821
+ R (R (154) (154) (151)
(FAS. LOCF)
52 HIZ15XF L ED
BB A SN2 o 78 41.6 31.1
B oEE (%) (12/154) | (64/154) | (47/151)
(FAS. LOCF)
5258 H ¥ To¥k 5 K
+ U LSEH| - 119+244 | 85+1.20
(FAS)

X2

() AR 2 B0 5%/ A 0 5 LA 5T ) 2
%10 WHE L — Y — SRkt A % 92 i
AH2mgz 48 Z & 1P

¥3: AF2mg 4 T L5 G L, 2 ORIISHE T LITHG

VISTA-DMEiRER

g o

GRdhe) EIMIEH O SR

1 1 1 1 1 1 1 1 1
12 16 20 24 28 32 36 40 44 48 52
T+ B

gL
——

—O— RFHN2Q4H G-
- - - - ARFH2Q8H -1



17.1.10 EAS TEE S h - F T HEERBRIHBROR LM S BT

(1)
KA 2mg % P55 7273000 (AR A BE6S051, i IEHE-0H)
127641 (37.8%) \ZRIME (B G- FHISRKN T 247 #3545 %
HEh) RO LNz, EARBIMEM X, B Hm17841
(24.4%) . RFES1B (7.0%) « A T-IR3% W 3361 (4.5%) T
HoT2

* (M P R AIRE)
*17.1.11 EAEE I (VEGARER)

WEA25mmHg#8 O MAEHr LRk 2 4§ 2 HANES
ZRGAT, AHN2mghe G-HE S O JEBE D28EIC X 5 A2y
Al = S L o) I 2 IR BRBR 2 920t L 720 A% -2
FH MR G % . L HICHR G A2z L2aiR
Sham{EH 1L, 58 H &9 HIZPRN# 52247 5 720 5
MR (X Sham{EH* 12, 1 HICHR G HEEL WM LY
FRAAZHE- L. 5 H &9 HIZPRN#&R G- %17 5 72,
X1 RPN & R DALE 2479 A5, TS oRb )i

S ORGSO ¥ Y& RFREET CTHRERICH LAY

SRV kS
W24 T LACEHI &2 ATV R BRI HE o TARH]
2mg% &5
<P 5>
UTOFTXRTCE: LG

c IREA2ImmHgB O %G
< MRS OB AT oo N6
s KA OG- DL TH B & G5 Y ER K W L 72
Wit
FEFMEEH TH A IEBICBIBMEDON—2F 4
5 OE LR (FASIENT) 1X. AFIB CT-8.5mmHg., A
TA49mmHgTH 0 . WG X 2 T A O 74
Li 49mmHgk§TB§ﬁkﬂ:@cL’CZIiﬁ'Jﬁ“CﬁdJ%ﬁ‘ otz
\ OREHFIICHE B S b o 72 (95%5 JHIX
fn'a‘i :-102~03mmHg) 9, 72, LABICBIFLIE LY
B3 £ 0 A M4 S L 72 R o B A&, W IRBRIC IR
AFIBED T Do 72 (T RSB o

*17.1.12 EI5 I #5852 (VENERAER)

HRE 2325 mmH g O M4 AL kk N 2 5 5 HAR N B HE
ZRHIAT, ARA2mgD WREIZ X 2 FEMAE 2 AL I U
M AHRRER 2 FEhti U 7zo AFN R GRS HIR 5 21T > 720
FHEFHMEFH CTH 2 LEH B RREDR—=2 5 £ ¥
5 DAL (PPSIANT) 1X. -8.3mmHg (95%18 FHIX [ :
-122~-44mmHg) TH - 7217, F72, LEHICBT I
T OSBRI A A L - s E o Bk, FhEn

81.3% J U50.0% T > - 720
A A 2m g 51

138 H TOMED FHE L = B (mmHg) -83%7.3
(PPS. LOCF) (16)

13 H IR AR A A5 ™ L Bt o 6 (%) 81.3
(PPS. LOCF) (13/16)

13 U2 B A0 8T A A A5 L e Bt o 65 (%) 50.0
(PPS. LOCF) (8/16)

() PR32 B K/ - 451 K Sk A 46 4

X1 MRS 2 2 7 2612 & B 5B RS ARG © LB S DA 1 3%
X2 0 BT X 2 7 FIC K BB RSN T 1B R DL 1 3

VENERARS
50 -
40
" l
% 04 [\J T
201 | | ]
(mmHg) J
10
o 5
bL:| PN + B 2
AH2melt 5

AH2mg % i & N7z 1660361 (18.8%) ([CRIMEM (e 5-F

BIORERE Y 5 HHHL 2 58) 258

&, IYE2H (125%) TH - 720
ok (R EHABAE)

B ohize EREIEM

#*%17.1.13 HAA % &€ B M EEEH£F SR (FIREFLEYEHER)
ARPERBHE L 2 W GUT, AFN04mgde 5- 5 K OB

Y AH#I2mg
- I o

. HREE P58
VLI COMED PRZALH = B 49+108 85+87
fii 7% (mmHg) o) ol
(FAS. LOCF)
138 B U A A5 Asde a2 L7z s o
B D4 (%) - X
(FAS. LOCF) (3/26) (19/27)
158 B2 B Ao 7 A A st %53 L7z " o
B D4 (%) . }
(FAS. LOCF) (3/26) (16/27)

() PO 2215/ - 451 K Sk - 461 %

X1 Sham{ES 2 Wik, LM H ISR GEEZ M L

KA 2 Ph L. € D%IZPRNE S
X2 MDA INAT A 2 7 I & 2 5B RS RN C 1 RS LA g
#3 0 B AET RN A 2 7 21T X B 5B RE AP T LECRE DA L g

50

40

30

SHE

VEGARER

<m1§{g> . T ﬁ\l—l

(=]
—
[

b

——

AH) 2 G-
AH2mg % Pe 5 & 1725000 (R A RE27H1.
12490 (24.0%) \ZEWWEH (B 5-FHATERN T 2 5 HEF L 2 &
&) RO B NIz EAREEAE. ME M m3s)(6.0%) .

TEGHERAE 351 (6.0%) Td> o 720

I+ BR e 2

Xt HE#E2361)

DB X 2 AR LI MR O T A5 TR % S0t U 7o
AFHIB 5T A MRIZD & ARAN04mg 2 TR IR M a2
LB, PR GHER 72 LA 3 A IR & 20 F TR
L5l Re & S 7ze R IRHE 1T HEI R AR & WIS 3 it
WCHENfE . FRHRHELREZ 7 U720 A B o Rt
WATREE Shize Tz RBIGHEICL A F 2 —inik
HEZ W72 L2 Ad. A G-RE CILI IO BRIy, kAR
HECTRAANCL 2 LV AF 2 =R ENENTRE L Sz,
% o[RBT (20054F hi) 12360 < DL o v huh o Mg
Fril e LB RIUIHE T 2 RiGHOBHE
c WEDKLE D Zone I TH Y. 2Rl HStagel +.
2+45 L < 1E3+ XidStage3 TH5HZ &
C IHEDMEH Zone 1 TH Y. oA Stage2+
#i L < 13Stage3+THbHZ &
WEDNIE. HPIT X 53 Aggressive Posterior-
Retinopathy of Prematurity= 3 AWM Tdh s = &
< KK P 5RO RG-S >
HHEE BT 5 RBIEMIAEDSEAE L. SRkl 5
P H28HYL ERGEB L Tw A A
<t HERE O PR AL >
c B R T L RAEMBESAAE L. 2o IR
THEMECEE AN 2SAS 145 & W0 B M PR AR A F W L 7=
e
<AHPEBED L A F 2 — G ILHE >
© ] D AFN B G- A 527 H LA B 1] 0 AH) P 5w &
Yl U R ASEAL L2285, X 3mH o
AFHNEe G5 5 28 H LLRE T I6 9 & %63 % R 2 M I
PHEAEL TV DI YA
<HBEDO L A F 2 —RFILHE>
- MM SEER A AT T B L IRERIH Y R AVHIBT L
7o BT MR Al S Rt AT & MR L C R A R



REDVEAL L7235, SIS M IEHE R 17 9 i 70 528 H LA

FEIZiR 2 29 2 RBHIBE A3t L T 2 6y
ARHITE S O BB IZ T N THH) S M43 3 A E R AL &
. ARHBEC B B WilkE 561 % O I 5l T h 2
NP RO T H o 720 Pl %2 20 72 B WIS

18.3 BMETIVICH T 21EH

XA, Ty MRV VOREBEMETNVIZBWT, T
TRV 7 ML RN ORI 2 I B A e OIS I H o

FHERIH L 722029, HV O L — 5 —F Nk B 28 1 55

EFNTIE,. T7IXRXVET PO FARNESIZEY,

L —H — 1555 o IRk BT A L5 (CNV) TR IR 253 &
F 7 WL & N 72CN VIR L O MG ks 38 L7220

19. B ICREY 2E{EZHVHA
— BB ER T 7 IRV b GRIZ TR Z)
[Aflibercept (Genetical Recombination) ]
BFR ¢ CaszoHes12N 116801306532

BIOARTH Y. 10BIAHIRIC, 6612 RIS ARIZD X1
OG22 720 BB, KHICDO 20O S % %
F7-BEIZW Do T,

HARD A YE EEMFIC OV T, RABEIC BT 5 LT
fili B H <3 % 2438 H \ZIG Bk 0 R BIERBIE D % <L A
ORRBIBBF NI D 2 WHBRE O# G (BR#EA)
(FASTRHT) 13.82.7% (i H195% 17 WX [ : 72.2~90.4%) T
Y. WN95%E WX [ > T B I3 O R R B (& 237 Bikor. 284K)

VF 2 RSB 1A T 0 B VS D & TS HLE L 2 Bl AFE : K9115000

(66%) & # 2 T\ 7= (p=0.0021, il iEfE —JMRE) (F3 & H:t FVEGFZHEEKION2gF X 4 . & FVEGFZ#
B) o 7 BRIBEEIC BT 2 R H41384.2% (M H95% 15 H205E3Ig K A4 ¥ RUE MeGIDFc kA 4 ¥
JEIX ) : 68.7~94.0%) (32/3881) Td - 720 %4327 I BIRIEDY T 2= P25 T Al
B S N BB TRIE B ARy o8 ]

A#10.4mg
5 .
e 3 < 20. BURWL EDERE
2438 F 2 1 B 00 o L RBE 7% 7 827[72.2, 904] o ’ e )
<L R B AR 7 VB e Vi (62/75) e D720, AFNIIMIC AN IZIRBTHRAF§ 5 2 &0
Bt o e (ZERia ) [mif95% S HAN | 9000555, 99.7] 21, ARBEM:
B:FEﬁ] (%) (FAS) %F—ﬁ (9/10) ** <m%%ﬁiﬁw%~ *%Lﬁmﬁﬁ)

() PRI RE Y B/ AT B8

s I G S & RS M PEFE Y R 7 EHEIM 2R E D b, BENIERT S 2 Lo

VAF 2 —ile s

L7223 OBE L L2 i, 0 & LTl 720 22, @

%m0 85 TURTIEI B b ) SRR A 0 45 0 SERRRT A2 5 1o LA TV BT 105~ & RESHARA)

T XA XM F VIS DI Lz BREEEH 1B 23, TR

F B 2R (FASIRNT) &, AHIBET85.5%. xIREET e e L. o N - -

821%Tdh o7 (FEBH) o B & ORERE123.4% (11 v Eﬁiﬂﬁ]ﬁ?ﬁfﬁ'mm‘% PR (OIS

MI0%AE X ] © -8.0%~16.2%) T BERIEATE M= — A m =

Sy b LR SIS E & 5 B R R88A% T Y . D ?ﬁff; R ORI ) (2022926 TIE,

HTICHE L7236 (95% L 1) & Flil 5722 &5, A Ve SEMTE (5 A I I [ 2 @

B O R ekl 3) iiT"f) fg.j:gm. (45 TR I 3 ) 5k (201249 H 28 H K8
AAO0Lmg | 4) AEPIERL SEIBYTE (7 3 WA Tk PEE ) (2012459 H 28 H

B0 /&, CTD2644.2)

2438 FZ 05 B 1 D o 24 0 e B AE
%l HORRBIBEAE D
e B O H A (B AR )

5) RPVERL 5 AHRRER (B9 2 3. DREEAT) (2012489
H28H&#. CTD27.3321)
6) tHERL HARN % 2 de 45 IR B JE ) 3R 5% (VIEW23KBR, 1

855780, 91.3]
(75)

821705, 90.8]
(38)

[90%Ae 1 ] (%) (FAS) 4 H) (2012489 H 28 H A&, CTD27.6.12)
O) PHEEHI 1% 7) AR HAN % e 85 AN 151 s 38 ] 2R B% (VIEW23kER. 2
¥ o A O P YR (IRH TSR 258D SN B % | 4EH) (20124E9 H 28 H k8. CTD2.7.6.19)

LHR D ZE RN HES I MG W H TR 04T 2 VW 72~ XiREE
FVICHDEHE) . VAF 2 — 2 E L 2RI,
FET L7233 2408 M O FFAlNIE K & LTl LT ORHH
o OBE LT O S f G LIS U TR M OHi5E 247 5 720

AH0A4mg % B G- & NATIB) (ARHIRETSBI, kB RE4p))
1761 (21.5%) (ZRIVEH (5 FHACSERN T 2 1 EHL 2 &
t) RO STz ERBIEIE. #BHI4E](5.1%)
MRS 3T (3.8%) \ TESFRAL I MK (3.8%)  HHHE L3

8) *LPNERL: AL IAHRER (VIEWLRER. 14EH) (201249 28
H&#. CTD27.6.11)
9) PR WAL TAHTERER (VIEW1ERER. 245 H) (201249 H 28
H&#., CTD276.18)
10) ¥:PEE: HAN % & e 45 T [ B 35 1) 3RER (GALILEO#UR)
(20134E11 H22 0 &, CTD276.2)
11) #:PEHR: b 45 IAHERER (COPERNICUSEER) (20134E11 H 22
H&7. CTD276.1)
12) #EPIE R HAR N 2 & e 55 TR 1 B 36 [l 5008k (VIBRANT#0ER)

PE8%) TH o2 13) REWSTERR [ A% 2t 45 TR 35 ] 305: (M YRROR AB0)
18, SR ETE (20144E9H19H/RGE. CTD2.76.1)
18.1 Ve 14) P& R: BARN 2 & 45 A FE RS 3 [ RER (VIVID-DME R

B%) (20144F11 H 18 HARG¥. CTD2.7.65)

T 7Y)RN)tES AT 2 )13, © FVEGFSZ &A1
NS Rt PVECEZH KL ) Liveh: 19045 I A8k (VIST A-DMESE) (0144117118

C20MlAL B A A4 >~ 2 e FgGlOFc F A A4 Y IZHiE L7

WREGHES VN2 ETHY . WEEOT a4 SRkE LT, H#& . CTD2.7.64)
S A5 IR s B oo m g hgn 16 REIER: [SIPI55 IR US: (VEG A SER) (2020437125 HK 2.,
h o CTD27.6.1)

OCMAF R YS-3 % &% %2 5T A VEGF-A R OV
SR (PIGF) 202012, AR OZHARL D b F BRIV TR
BTHILICEY, TOEMEMET S5, 2. FARCHRE
BAOME 2GR SN TWAVEGF-BIZ L AT %,
182 VEGF7 7 I U -t D#EEM

77XVt T D PVEGF-Aigs. VEGF-Aizi. VEGF-B
K OPIGF-212x 3 2 # & ol €% (Kp) 1. ZhEh
0.5pM. 0.36pM. 1.9pM & U39pM T - 72 (in vitro)® s

*17) *LNERL: E P94 A ER (VENERA RER) (2020453 H 25 H K
#2. CTD276.2)
%% 18) PR HARN % & T 48 A [E B 3L R (FIREFLEYE &
1) (20224F9 5126 H &K%, CTD2.76.1)
%% 19) Stahl A, et al: JAMA. 2022; 328: 348-359
20) Luttun A, et al: Biochem Biophys Res Commun. 2002; 295:
428-434
21) Cao Y: Sci Signal. 2009; 2: rel
22) Zhong X, et al: Mol Vis. 2011; 17: 492-507
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23) fENER: In vitrolZ B A 1EH (201249 H 28 H KGR
CTD26.2.2.1)

24) Cursiefen C, et al.: Invest Ophthalmol Vis Sci. 2004; 45: 2666-
2673

25) Cao J, et al.: Invest Ophthalmol Vis Sci. 2010; 51: 6009-6017

26) Nork TM, et al: Arch Ophthalmol. 2011; 129: 1042-1052

24. XEEERER VB WA D EE
241 XEREEKRSE
WA VSRR EH - AF 1 ANV, VT3 A=V a3y
T530-0001 KPRl AL X A = T H 47595

ZRWIEHRSHE B 7 —

T 530-8552 (fif 1) T A 7 45-) B ol Ik X KT 4-20
242 HEBEREEVEbEE

ARSI Z 35y S s o

FE550120-106-398

SZRPIERA S BIERE Y5 —
TEL0120-921-839  06-7664-8624
ZAFIEH9 £ 00~17 : 00(E - H - #LHZER )

26. RERTRESF
26.1 SGEARSTIT
A DOV RS
KBl AL XA =T H4%9 %
26.2 FE5ETT
ZRBER A &1
KB AL X R TRNT4-20
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202245 HELET (S2H0) BAREERIEES

20224F3 HEIK EEﬂﬁHVEGFfi”/Ang-Zﬁ’ = 871319

'Sgwif&fg%ﬁ MVEGF/#iAng-2EME_ERRIEE /IO —F )Ltk | RRBES | 5000AMX001sS
o J7UYR T GEREFAEIRR) BT APUEER B | SOmToR

71PN

BUEE, ALTT R HE

INE=-E w7irrszs% 120 mg/mL
VA BYS M O®solution for Intravitreal Injection

1) VEGF : Vascular Endothelial Growth Factor
#£2) Ang-2: Angiopoietin-2
{E3) EE - ERMFOLTEIZL YT AL

M

ova J—7

2. BR (ROBEICEBBELEVI L)

2.1 RHN O R LBBHE DB D & 2 B

2.2 OUMRAPHIZ &G0 & 5 BH . 5 WCIZEROSE 05 5
B RNEEOEE2AEHPERT 252005 5]

2.3 IRNICTEED SHED & B EH [JHENIENT 2B X NN H 5]

3. fHRk - MR
3.1 #K
R7e 44 INE — A B FARAESE120mg/mL
184 7OV (0.24mL) th
. 7 7)< 7 (BEfETHIRZ) # 28 8mg
155 (0.05mL)
77Uy~ 7 GRfETHIEZ) ™ 6.00mg
347w (0.24mL)
L-EAF Ty T44ug
b [l N R AVN 351ug
gyl 1l T P 13.2mg
L-AFF= %51ug
R V=120 96ug
G HZK Bk,

D AHNE, HEFTEL T2,
E2) AFNI T v A == AN 2 A5 —JIEMIE W TRES N5,

3.2 WA OMERK

54 INE = A ER RS 120me/mL
I g ONg 7 v)

PEIR I~ O

pH 5.3~5.8
RAEE 0.9~1.3 (AEFEHKICHT 5 1t)

4. REEXIIFHR
O UETIRIGIRHTAEME % f4 5 e R
OfERREMZIE

5. RMEER IR ICEAET 5EE
AN X 2B e T 212 L, SOEOFHREZE L. KA
B OEGEHMT 52 &

6. AERVAE

(OB TIRIRIEITENE % 4 5 MEHENEEM)

77) <7 GEETHIEZ) £ LC6.0mg (0.05mL) #4882
EAZ1m], . kAR GEAHD WFERNEE ST B A5 RS
LGB EMEER L 5. ZOBOMEFIIC BV TIE, W,
1621l T ERNEG T 5. 2B ERICE DGR Z
EEHMET 22, SEMEHITLZ L,

(VER R EDLZIE)

T7V) <7 GEETHIEZ) £ LC6.0mg (0.05mL) #4882
SAZLml, . AR TR 9 B AT IEIRIC X Y 5
BABEAW L 5. TORIE. BGHBEEAICERE L, @, 16
B EZ1E, TR ST 50 BB, BRI & 5 HEE E
HHFHETT A0, 4AD EHITHZ &,

7. RERUVRAEICEET EE

(hEedt@E)

7.1 BRREERIZ B W TE, MIRGFRIIIT b Tw v, mRIZHE
MR E % BIEN S L Yerid, WRERSGR O A &1 & fafritz
BEEIZFFM L2 ETAMZ %5552 8. b PIRRRIZSE T
L MIRE H #5308 IR T o a 2 o0 125l L 72 BTt
RO ELTH &

(FROE T IRBRITENE 2 £ 5 MBS EHEE)

7.2 AN B A5 EEIZ oW TR, EAFSMEOFMICES
EfEsml E$ 52 LD EET LI L, T2, MFHICBWTIE,
SEMA L BB B & FRA L RBGG BNk 2 RS A PT RATRA
SNeEE, G HREEIII2ELE T2 2 LEEEET L2
Lo [17.1.1. 17.1.2&H]

WIS E B R IE)

7.3 BG-GB G U h b S FIRE UGG L CHG-
BEEAIERT 22 E2ERT D2 o TOMRIE. EIIZHR
SBIGEYE 2 R L REEME ZRIR T BT AN b e
., HEHREE4E, SHXIZI2HE 5T LEEZERTHI L,
[17.1.3. 17.1.4&8#]

8. EELEXNIE

8.1 MR BB T 2 HMARRA A L. B THRNEN 05T 12
B9 2 145 2 ek - FEBRO B D IRBHE D A D ARHN 2 45352 &,

8.2 THT-RPIIESHCE LA S N 2 3855 (AE. FRERSE, DU
MRSE T OB SESE) OB BOE O BEAE LD\ CTHATIZ 45 7 [
TERATH T Lo

8.3 T AMNIESOBIZIE, TROMICERLADSIT) &b,
B FHRICRRT A2 AEHR L LR MBI, BE LS. IRE.
oSk, W HRFEYAIRE SN TWLOTEET S 2 &,

8.3.1 AT RMNIESHE, MESLET CIT) 2 Lo (FMHFRNEZ
T, WIETFEE, 3 FRERBEH ., WE N L — 7 T O B
s il L,)

8.3.2 AFIFLG-AIN . WY 2 R & ARJE PH O B Fg L ARG B OVIR 2% 1
BT DO DINBRFTIRE ST 5 2 &,

8.3.3 IMTOFIA 7 1 )V & — A SFREENL . B T IRPIESHI AR
WAL W &,

8.3.4 WEALGEL 7z, HE5-mA0.06mLTh 5 Z & 2T
MERT 5 &,

8.3.5 HRIMNJE. HENZSNE, ZEFLE NGB, M2 L2 53§
LIENBHLDOT, TNSHDHEFERIET ZIERPRD b NI
Alid, EHICHEKT L L) BEIHEET L2 L, [11.1.15H]

8.4 W ANESICE VIREZ —BEIC ERSEL2BZNDH L0
Ty RF G- W B OV A FLEE IR 4 8 60 |2 @148 OV 3
5L, [9.1.12M1H]

8.5 RA DR TARNES A, —HIICHERE S SbIL Z LS
B L7280, BURREA T4 B 5 F CHRMSHOBIER BB 55
OFEF RS2V I EET L L,

8.6 EMMIZAREZFE L . WA FHROUEIMRFTE L VLA
IR G R L Sk,



9. BENERZEIHBREIHTIER

9.1 AHHE - MEEZEDH 28E

9.1.1 BNk, BREEDEE
[8.4%4)]

9.1.2 BiFEHRRE—@MMENREORETEZDRERDOERRETF
NH>EE
[11.1.2, 15.1.1=H]

9.4 £JERERH T 2%

TRV B e o1 AR G- J O 5k e — s W R o
Y7 WiT 2479 L HTRET L 2 &, [9.58H]

9.5 1113
TR IR L T A TR E O & 2 ikiz ik, i LB HIED
fEltEx L2 & B SN DHEICOREGT5 2 L, KA,
Z OVEGFBLEMEH F O Ang-2 &R 72 & AL IS 25 BT
QR - e HEE G T2 TREIGETE L2V, I=7 A ¥
VIR - BER S4BT AR (10013 me/kg % 25 TR
\Z3E1E, ESEL ERNIRS) 2BV, BE R O E
GHIE - JBRANOFILBD SN A h o7z, [9.45H]

9.6 RILB
HFEEOHFER O REOLEEZ ZE L. 2L OMkE L
FIEA RIS 5 2 ke © MREFHFANOBITIIAHTH 2,

9.7 /MR
NSRRGSR L L BRI ERBRIE IR L T v,

1. BMER

ROBWERD D 5o b D bHDT, MR T3 v, B
RO LN AIZIT S 2 kT 4 2 Sl R LEEZ TS 2 L,
1.1 EXLEIER
11.1.1 REE=E

BRNRAE (S &) Mg, AT (1.0%). Mt R 2L
(0.4%) . HRNZE GHEEARB) . ZLFLIEUE R st e e Ol f L (B
FERW) A3 HbN b 2 EDdH b RAFERGIZ LY RNEEDLD
LN BEHEIIS LTS LA IRNSIEDTS L 7E
B 2N Twb, [8.3.5%0H]
11.1.2 fpizeeh

MR ZE T (0.05%) « MAETERZE (0.05%). T 7 FHzE
(0.05%) 2 LbNbLIENDH D, [9.1.2, 15.1.15H]
1.2 ZOOEIER

1A AREZAN

N IS e R ENES it 7 N N ER TN

FFEE . IR, HRETASPUE

AL

13. BERS
13.1 fER
AHNOBEFZGIZE Y BEF RS EBZN0H 5,
13.2 B

WG AR S o 2B IE 2 T L.
A R LB AT 2k

14. BALDEFE

14.1 ZHAUNFOEE

1411 RENIFGANAMEO F F 2R L
P24 22 K AT A2 k.
1412 ke L L,

14.1.3 NA 7 UHICELRE Y . K258 5 N8 A3 L
Wz ek,

14.2 EHIRSEOEE

14.2.1 FHNIHEFHEACORIEZG T 5 2 &,

14.2.2 307 — VBREORFHE 2 HHT 2 2 &,

14.2.3 N4 7ovidlinl (R oAOfHETAHZ L,

15. ZOM/BOER

15.1 EREAR{ER ICE D 158

15.1.1 BiRMEERLER
AFFEGAZ LY . &FOVEGFHEISER T 2 Bk Mz 28R
WEBT HURIED D 5o FEME % £ 5 Ml PEE 1 EH L O

REDVRO NG

i THRAF L 72

(2)

BEPRIF T BEFIE S 2 R & L7288 TAHRBUR (28 8RS8 AT)
BT 2 BRI 284 R O FE R I AR SRR T2.6% L O
5.2%TdHo7-02, [9.1.2, 11.1.28H]
15.1.2 77V <THiE

WAEMEZE) MHERAEREE LR L L% DHRR
(TENAYARER K OLUCERNERER) 128\ T, RF D52 1%
G#%FCoOEFNFREO T 7 ) v THAEEEREOE A& X
11.0% (77/69761) ToH Y. WHNEIEOEHESIE, L7 7)) ¥
~ THURRE BEGRTOBES% E&d) BETIE10.7% (9/8441)
PURETEEZ TIX1.3% (8/61361) Tdo o 720 IR HE T IE
Haxtgl L2 MAMAHRE (YOSEMITERER 2 ORHINE #5%)
IZBWT, AAOS6HE BB G5 E COERFFERMEOI 7 7)) ¥~
THURBG B E OB A 128.4% (105/124361) T V) . IRNEAED
BHEG I, bt7 7 ) I THEBE (ES o & &)
H#HTIX10.6% (12/11361) . FrikatEEE Ti10.5% (6/1130%4))
THho79,

16. FMERE
16.1 MARE
16.1.1 BEK%S

SHEI N OFE N 2 B 5 I S A 1A (2 A#10.5, 1.5, 3.0/
06.0mg™ & B TR G- Lz e &, g7 7 <70
HEMBRE ST X =S BUTOLBY ThHo727

AH AT ARG RO MR 7 70 2~ 7 OFWEHE ST X -5

*’L%E Cmax AUCinf tize
o (ug/mL) (ug - day/mL) (day)
0.0162 0.366, 0.438 | 7.29, 15.4
0.5mg
(n3) 0.0215 (81) 0.401 (12) 11.3 (51)
[0.00746—0.0409] | [0.366-0.438] | [7.29—15.4]
0.0600 0.746 6.02
1.5mg
(n=3) 0.0539 (37) 0.788 (16) 7.89 (52)
[0.0316-0.0701] | [0.683-0.929] | [5.06—12.6]
50 0.160 2.13 7.41
.Um
oy | 0135 (0) 2.20 (21) 8.46 (35)
[0.0725-0.171] [1.78-2.71] | [6.16—11.8]
0.126), 0.248 1.82, 2.70 6.76, 7.71
6.0mg
(n=2) 0.187 (46) 2.26 (28) 7.24 (9.3)
[0.126—0.248] [1.82-2.70] | [6.76-7.71]
n: BlE BB hOdE, 72720, T =y SR E TV b

B3 n=2Tdh b, TP (LERE. %) [HEE]

1) ARAENOAKEHEIZ6.0mgTH %,
1#2) FG BB OHPERE L2 OV TREITH - 720

16.1.2 R{E#E
HARNOHFAIMAE % 485 I BB Q61 e OHER T BT
g (4B1) 1ZARHKIL. 5K 0°6.0mg™ % 438 = & 12 3[Rl TR P % 5
L7zE &, MEEh T 7)) 3~ TR L O BRE /X7 2 — & (XL
TOLBY Thotz, Fiz, BREFEOFHHIZL.06~1.65Tdr 720,

RANAZTH RN o s 7 7 ) ¥ < 7R (P = 1%
HEfRAE)

=
@

0.2

=4
s ©
s B

0.002

0.0001

0 28 112 140 150

BE%A% (H)
—e— 771 <7 1.5 mg (n=6)
—e— 77177 6.0 mg (n=6)

MEEHR 7 71) ¥~ 79 (ng/mL)



REN AW TN GO MAER 7 7 ) =3 7 OFEYHRE ST 2 =%

prhE Crnax AUCo-284 AUCint tuz
| (ug/ml) | (ug - day/ml) | (ug - day/mL) | (day)
WAl 5%
n=6 n=6 n=5 n=5
1.5mg 0.196 1.94 2.23 6.40
(0.138) (0.823) (0.883) (2.48)
n=6 n=6 n=4 n=4
6.0mg 0.225 3.10 3.53 8.03
(0.0745) (1.07) (0.944) (3.75)
3 H ¢ 5.4
n=6 n=6 n=3 n=3
1.5mg | 0.0830 1.03 1.37 9.92
(0.0341) (0.341) (0.253) (2.42)
n=6 n=6 n=4 n=4
6.0mg 0.195 3.15 4.68 9.96
(0.0462) (0.936) (1.17) (3.25)
n: BE CPIEE (RERE)
16.2 ORYR

16.2.1 BKFBRE
FrAE A % 1 O ST BE VR 334051 (H A S H1266) % &
) 12, AH6.0mgH 43 T &4 BN ARG Lz L 20
BAKMT7 7)< 7iRE (R £ ik fF2E) ™, 4nHH%S54
BHRIZBWT23.0216.9ug/mL (3161) . SHEFZIZBWT2.04+2.30
ug/mL (3361) . 1282128\ C1.14+4.49ug/mL (2961). 1634
FBIZBT0.0464 0.0497ug/mL (1861) TH o727,
BRI BRI 5 6281 (H AER 43 4E 14081 % & 80) 12, 4516 0mg
KA T LA AR RN G- L7z 8 EOBKB 7 7 ) = Tk
i CEME = R ) T, 4 H 5481128 T12.2£10.4
ug/mL (eSS, 2660) K 1'15.7+12.4ug/mL [personalized
treatment interval (PTI) #%5-#. 29611 T V. 4 H¥% 588
BIZBWT2.12£2 . 49ug/mL (PTH S8, 1561) TH-72%,
H3) AR Y T VAL TR & UG L 72 B 2 S BRI 72,

17. BREREIR

171 BERORLMICET 2 HER

(OB TIRIRIEST AN % £ S I ENEE M)

17.1.1 EREFASIHERER (TENAYAKSER)
P % F O D B2 1 B 6716 (H RS E 5200 % &)
ARG, TNV T bERRE LT vy AL EER T
BB 92 L 720 AFIR GBI AH6. Omg i A & LT4HE D
EAZARE S U Z OB B\ TIE2038 0 - 243 B 5
BRI 12 20 & A#16.0mg % 6038 F THHE, 1285 L < 12168
TEIHEG Lce 77U NVE T MRS EZAE 28 123mER S L
ZOHGET LG L7z,
FEFMIEE Th 540, 44, 8BGO TP REBIEMR I A a7 O
N=2 T4y oOZEAREFYHE (95%BEFEXE) (&, TEOM
D CThHolzo AFIEGEELE T 70NV E T NESHEOEER 2D
5% IEHAX B O T AL HERIUE (-430F) % LRlo7-2 Lh b,
KBGO T 71) Xt 7 NG 2 B EAITR S N,

B, AFIEGHETIE, 45.7%DEEHL6H T L 34.0%D EH A

128 &, 20.3%DBENEE T & 0¥ 5248 H F THERL L 72,

40, 44, ABEMEOFPHREFEHNA I T ON=AF 14 ¥ hHD%E
TP CrF) (95%EmXH) ™
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*EREEGHE n 337 331 325 326 320 308 285 276 285 297 291 274 279

Zatkid, HAREE I R— N OBIER* &8528F Tor—%
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A HED RIS L7z,
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17.1.2 B4 MAHEER (LUCERNEER)
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128, 22.2%DBEHEHE T & 0¥ % 48H H F THERL L 72,
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I RS20 (0.6%) . W1 AR4260 (0.6%) . HLF BAkR %
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10.8% D BHDAET L O GHIETH - 720
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56()

AHIEERGHE n 315 310 309 305 296 294 292 283 267 267 274 268 255 254 241

AHIPTIH%5-#n 313 308 308 303 296 292 293 287 268 268 269 269 264 258 250
FHEECGHE n 312 306 304 302 299 296 294 284 275 268 263 266 266 250 247
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T NIRRT, A7 A TN L =Y —FFRIRAE T
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— R 77 ) v~ T GEETRR R
(Faricimab (Genetical Recombination))
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20.

v EHSEOCHL K A A Vst Sz e MgGlosE
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316, 335. 360. 372K U441FH O T 3/ BRI
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bo 77V IRTIE, FXA == ANLHAY =]
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DME%Z x5 & L 7255 M AH IR FER O 565 I £ T itER
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2.7.4.7-50)
FEI B 48 1] 485 TAH 305% (GR40349745% [ YOSEMITE #4541 )
(20224£3 H 28 H #&38. CTD2.7.6.1.8)
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* % 2022456 HEET (SEBRIL. WhREZRH., HIEAH)
*20204E7 HYGET (554h0)

Bpik 1 2~8C CRRAF
AHEIE 249 R
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JONY XY 7 (BfaFEBRZ) HFEREHE

BFRREmAIMEES
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&S |30200AMX00429000
20204E5 1

N\ A wRisMEsA+FY b 120me/mL

BeoVu. kit for intravitreal injection 120mg/mL
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) VEGF : VASCULAR ENDOTHELIAL GROWTH FACTOR  (IfiL P B2 35t K 1)

> NOVARTIS

2. B2 (ROBHFICEBELEVWIE)

2.4 RHO AR LEHEE OB O H 5 B
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1¥ v b (0.165mL) HOEFHFE : 77UV AT T
A GEf=T-#¥2) 19.8mg
PP R ORSRTH 50 05mLIE O & AR 7Oy A7
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W 5¢ 44 AN PRS2 R 120mg/mL
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8.1 MEERICHT 2 HPIMME A L, B AENES0O%RS T
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9.1 BHHE - BMEEZEDH 3 BE
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RHNZ. € DOHVEGFIEH 2> & I AERN AR AT TAEE OISR -
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DIL7., Wk, I
BEMA S SRS
Y. W TR, T
WL B

BicE GERE. %5
73 I, ATBD)

sk k| R

LTS

W
H
|

13. BERE

13.1 fEIR
ARAOBERGIZLY ., WEP ERTL2BEN0H 5,
13.2 @
BEBGAE Z o 72 BT IRE 2 H5E L.
ALY 2 LB Z 1T 2k,

14. BAEDEE

14.1 FFIFAREFOTE

14110 KFNX, FHENICRBIFOIRETCERTRAETE 275
I CIRAE L 7 BRI S 24 B 2 8 2 e K ) Il 95 2 &
14.1.2 SEMCARBE MR T-. B Y I L Do 754121
FHLBZWT &,

14.1.3 7)) 27 —wENITHHE SN T 5700, HER
THE LW &,

1414 7)A5 —a2ENETL T4 VYY) U IUDHHE, X
RN O AR L 2w &,

14.2 EFIRS5EHOEFE

14.2.1 KFNIHFARNICOREGT 52 L,

BEMROLNT

14.2.2 307 — P ORBASH 2T 52 &0
14.2.3 1>V 2kl (FR) oAOHE T2 &,

15. ZODEE
15.1 BRERfER ICE D 158

* %1511 AFFZGIC LY, EHOVEGFHE IZH K T 2 BRI

eglHR (WEh, CHEIME) MBS 50 iEErxH
Bo BHTUhIEG RIS Z ot R & LS IAHEER (C001
SER [ OFCO0230ER) 12 B\ T, AH 0 96:H % 5-1% 12 51T
BRI R F R OB L, REKSGHEET3.0%
(22/73061) T o7z HEIRIFEBFEEZ 2 RE L5
MAHEER (B23013tER K USB230238ER) 12V T. KHID52
W 51212 B 2 BRIEZEESF SO, KA
BEART3.3% (12/36861) THh o7z, [9.1.2, 11.1.22H]

*%15.1.2 B AU NE WA B E 2 R & L 728 MHHER

(COOLHER K TS CO0288ER) (2B Ty RAIFGHANZ BT 540
TUN Y AR TGS OB E1335%~52%Tdh - 720 A
H OSBRI G- 1212 B 1T B HEAIF MO T 1 Vo X< T
B 1 B EH OFE1323%~25% T o 720 AR 8 BT IE &
BERAGE LSRR (B23015ER K U'B2302:ER) 128
WT, AAEGANC B 257 0V s A< THEE R E D
FE1264% T H o 720 RHIOL2MIL G512 BT 2 FHFH T
WO 7T TN Y X< THARRGEEE O E1312%~18% T H
o 7. FERIFFMEOPL 7 0N X~ THufkB RS TRkt
BHIHARTIRNIGEDHEBHE D & o 720 [11.1.1234]

16. EHBHEE

16.1 MeiRE
H AN B O R 0 e 18 S22 VE R | 2 AR F 6mg & HL 01 RS 1Pk A 9%
G L& &, MERVEGFIER A 7L Y A~ TREHE KO
HYBIRES T A —F LT O EBY) Tho720 T72. AHlbmgr4
T EN3EFEG- Lz &, MUEHVEGFIE AR 7av Yy X<

D BREILED SN o 72,
3

2 100

N

o
£

X
2 10
N
>
X
2 1y
jui
N
£
‘,M,JE 01 T T T 1
= 0 7 14 21 28
IR (H)

R I HHAE E E)
MEHRVEGFIERE AT 70 ¥ X< 7R

MEHVEGFIEE AT 7 1L ¥ X< 7 OHWBHE ST X — 5

P Cmax Tmax AUCinf T1/2
o (ng/mL) (hr) (hr-ng/mL) (hr)
6mg (n=25) 49.0 21.7 6000 103
(1.21) (5.05-73.0) (1.22)* (52.5)%

Tmax(EFUefi (FEFA) . T1/203FRFFME GERFE) . 2 o3 %mF
Wi (EiHeass) | *: n=24

16.4 &
TUNYARTIEE) 7 O—F MR T S 7 A b THY ., XS
FRROT I VBRI ESNL LEZHNEY,

16.5 HEitt
TNy AT Tk, VEGFNDHEEIZ X ) RO K% R
FLlbi, BHEER OB L VT EEZ5ND,

17. ERPRECHE
171 BIHRCRLMICEET 258k
(RO TIRIGIESTAE M E % £ 5 M ENE )
17.1.1 EEHFEFEIHERER (C0015ER)

BRI E A EHT206 (HARALL3GZ &) &Rz,
TV LT RS LT v 7 AT EER LR & E
L7260 AFI6mgXix7 7 1) Nt 7 b 2mgk AR & L C484123
M5 L. ZOHOMEFIIC BT, AEERSEHIZ128%8, 77



Y A R B E AN ORI i A M Db/ NN £ P e R B Y33
TGENPERFEFD 12 D E ¥ G- R 2 SR I A E § 5 Z LS fE L &
Nrzo FEFMEHEE TH 2% GASEBOREBIER N A a7 O
—ATA4 b0 b (/TP I M £ BEERRE) 1k, AH
P58 (36061) 126.6+0.713C5, 77U~k 7 MEGHE (360
Bl) 136.8+0.71LFThH o720 KAFKGHLT 70 Nt 7 M
RO DBREEX A IE-2. 1 LF~1.8LFETH Y. 95%E
EXEOTRAESERAE (-4307) 2 ERl-722 &b, K
HEGHOT 7)) Nt 7 NGBS 2L EIIR S Nz
(p<0.0001. ZHAH) o B RAEFLGHETIL, 56%0 B HUS
JHF T, 45% D BE Y96 H £ CL2M 085 % Mk L7z

AN G-FEZ BT, FOBHEE T A S M- IRBHT O FEIEH 1.
FEIEIIMT . 2% (26/36061) Td o720 F72. IBNZE (%%,
RE ) o HANEFTOIHEEIX1L.7% (7/6061), 4+
E B TORBUHER4.7% (14/30061) TH - 7279, [7.2%
i

IMJ 10 -

5 OTIELE (L)

REEERN AT T OR=2F5 4 ¥

0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 63 72 76 80 84 83 92 96

—e— Al 6mg (N=360)
-g- 779Nt 7 b 2mg (N=360)

COO1EABRIZ B 5 A MEIEHII A 2 7 OF B LEOHR
17.1.2 BSE MR (CO02:KER)

BIEMG B VBB TR RIS, 771 bt 7 b &t
L L729 v 7 2L E R L RGEAR & T L 720 AFI6mg AL T
TNt b 2mgrE AW L L T4AEEIC3EIRG- L, Foko
HMEFRIIC BTy ARG BI85, 7 7 ) N )bt 7 MESHE
VL8 T \ 296 I Fe - L 72 A%, AHIHE G- T (L BTG By AT Y 12
HOEHG MR SMEITEE T 5 2 LAl SNz, EEEFH
HHTHh 5% GABMFOREBEIEHIIAIT OR=AF L v Hhb
O bR (/b o P + BEAERE) X, ARIEGHE (37061)
136.9%0.61XF., 77Nt 7 MG (36961) 127.6+0.61
LFETH o720 KFFEGHE 7 7 ) NVt 7 MG HEOBERZED
95% B IUX [ 1E-2.43LF~1.0FTH 1 . BWEFXH O TEL
FEHMRIUE (—430F) & ERl>722 806, ARG HOT 7
) )bt 7 M RGBT B IS EATR S (p<0.0001. 4k
) o 2B ARHIFGHETIZ, 51%DEHH48HHE £ T, 39%D
HBHEH96:H H F CI2ZEEEOH G- % ik L7,

RAL G-I BV TE% L DML TA S NIRRT D EIER I 7%
o7zt [7.250]

10 ~

HHOTFIELE (L)

REBERNAITONR=AF 4 ~

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 83 92 96
A

—e— Al 6mg (N=370)
--0--7 7t 7 b 2mg (N=369)

CO025RERIZ BT 2 miB1IEHR I A 2 7 D392 b DR
D BEEEIEIE, WP T 7 0 — v FEL OB R
(REMEEN /T MR B T) & & Sl 2 il oo 22

W25 L. EOBROHEFHIIC BT, KA GHEIZ1287, 7
7 ) NV RGBSR 52 G L 208, AFIRG B
P BIG B PERRA 12 30 S G-I & SIS E W 5 2 L H%]
E& EN7z, FEFHIEH Th A% 5528 O R kG A 2
TDONR=ATA Vb OELE (/N Ml = ki) &,
KA (18961) 139.2+0.573CF. 77V Nt 7 ME5E
(187%1) 1310.5+0.57LFETH» 720 AFFEGHE T 7 1) Nt
7 MG BEOBER 2 DSWETEX M1E-2.930 7 ~0.3LFTH Y |
5% EHEX H O T RAIELHERIUE (-430F) % L »722 &2
5. KEFEGHOT 70 Nt 7 NG SIS AR S
7z (p<0.001. 7)o 2B, REFEGH T, 55%DEH
H35218 H F T120BIED 35 % fkfe L 720

RHNFE GBI BV TEB U EOSE TA S N2 IRRFT ORI 1L,
FEREIMS. 3% (10/189%1) T o720 F72. RNZE (IR %,
AE)BEEE) OHARNENTORIHEEIX5.3% (1/1961) . 4}
E NS TOFRBUAEIX3.5% (6/17061) TH-72Y, [7.35K]
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5 OFIEALE (LT
S w s oo

REBERNAITON=AF 1 >

0 4 8 12 16 2 2 % % 3% 40 4 & 5
8
—e— ¥ 6mg (N=189)
-o--7 7))t 7 b 2mg (N=187)

B23013ERIZ 31T B @ iGIEHT) A 0 7 D39 LE OHERS

* %17.1.4 BHELHEKER (B23025458)

DRI T BV 3606 2 b i, T 7Y Nt T b R R L
L7277 v & MU EEROL IR Fi L 72 EAR & L TARHA|
6mg % 6 LIE 7 7)) Nt 7 b 2mgE 4RIEIC5EES L. £
DBOMEFFINZ BT, BFAZGHIZI28E, 770Xt
b % G338 1252l M PG L 72, AHITE G- BE 1 B B
FRMEC D &3 5 MR A SHEB IS EH T 2 2 L WREL S h
7o FEFHMIEHE Th 2552 OREFIERIIA I T OR—
AT A 2irb DGR (/N3P l = BHEIRE) 13, KH&
G4 (17961) 1310.6+0.663CF 7 7 U N7 MEGEE (181
Bl) 139.4+0.66LFTTho7zo KFEFGHLT 7))Vt 7 b
Fe G B OB 2 OBWEHEX I IZ-0.6 L7 ~3.1LFTH Y . 95%
FHEX O TRASIESERAE (-430F) % L7222 5,
REFEGEEOT 71) Nt 7 MEGEI T A ISR SN
(p<0.001, ZFH#HHT) o 7. AHIFGHETIE, 50%D B HEH523H
H F Cl2:lE 0¥ 5% #kfi L 72,

ARHNPEGHEZ B TEBLL OB TA S NIRRT O e IE 7
Ho7:¥, [7.35H]
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10
9

B0 OB (L)
crvwacaa®

REBLERI AT OR=AF 4 >

—e— Al 6mg (N=179)
-o--7 7))Lt 7 b 2mg (N=181)

B23023BRIZ BT 2 B IEHTI A 2 7 OFIHEA LR OHER
12) BEEEEE. SR 0T 7 0 — v FIE, OB I
(HEME P /AT ) % & S AT RO 2012 30 & 57 &
n7sz.

LD SFEM S N7z,
(VER R EDLZAE)
* %17.1.3 EFHEFEFE THEZER (B2301:3K5%)
Tl PR PR IE BB 37661 (HARNAB % &) 2 RRIC, 77
N T ERFBE LT vy AL TR BB & G L 72,
HAHRE L CAK6mg % 63X 7 7 ) )b+t 7 b 2mg % 439845

18. ZEHEIE

* x18.1 fERH#F
TunNY AT GEREFHIEZ) X 5 FER26kDad & Mb
—ARHPUE 7 T 7 A 2 N T, IR OERYINAE 2R R 1A R 2 B
LEl e RIS VEGF-A%Z &S 2 2 & T, & ANk B2
T OHE RS ¥ BEIRIE 20 L Tl R % 58T 5,




18.2 VEGF-AICX ¥ 3 HE/ER
THNYAYT (GEfETHIEZ) &, VEGF-ADT A v
7 + — 24 (VEGFu0, VEGF12 & I’'VEGF65) (2x%F LT
WiIEEBAMEE R L. VEGF-A &£ VEGF%Z %4k (VEGFRI
JUOVEGFR2) OfEExMELALOY, 7aLvy X<7
GEfEZ TR Z) 13, VEGF-AIZ X o THIE SNz IEN
Bz MR o ¥a5l & P L 722 (n vitro) o

18.3 EMMETIVICH T B1EH
TUNY AT (EEFHER) & Ty NEREFHEHE
JBLAE | 75V e OV 7 A L — I — B S ARMG I  Hi A  7
BT, R RO & 15E L7289, F 72,
Z v MVEGF #FH5SHIE M & @M%k TTHE € 7V IZB W T,
A& 0 ToHE 2 40 L 72 (n vivo) o

19. BxSDICREY 2IE{LEFR

— A 44 R
TUNY AT GEfE TR L)
Brolucizumab (Genetical Recombination)

E
TNy AT, BRI —RKEPUE (scFv)
THhH. 2-111FHix e Medie b i R 858 K1
(VEGF) &/ 70— F VHAOLI O ZHR, 133-252
FHiZbv MEiie FVEGFE / 7 10— F VHiEOHE O
BB S b, TUNY AR TIE, 252D T 3 Wk
Wby NI ETH D,

20. BBV EDEE
ENDT-ONFADE FRAFT D Lo

21. &EREM4
B A 7 A A S E O b EICERT A k.

22. ‘@
1% v b

23. EEWk
1) M =2 A R I 7 FE T A B UM
HAOFEA T 5Bk (20204E3 H 25 H KGR,
CTD2.6.6-6.1) [20200025]
2) FEPVEEL  EIRRILRE S THIRRER (E00358ER) (202043
H25H &8, CTD2.7.6-2.3.1) [20200020]
3) APUER 4B T LT ORE RO I L AT
g (20204E3H 250432, CTD2.7.2.-3.1)
[20200026]
4) FEPUEEL - AR B A BEEEEM (20204E3 F 25 H K
8. CTD2.5-4.3.3) (202000271
5) FEPRERL Aol a0 F T (20204E3 H 25
H&#, CTD2.7.3-3.2) [20200028]
6) FEPUEE: - EIBILE A TAIERER (COO1EKER) (20204F3
A25H#%&z%, CTD2.7.6-4.1.1) [20200011]
7) APVER S AR (CO025tER) (20204325
H&ZE, CTD2.7.6-4.1.2) [20200012]
% % 8) FLPIEH - EIRSILFE A MATERER (B230154BR) (202245
6H20H#&ZE, CTD2.7.6-4.1.1) [20220094]
% % 0) FEPEEL RIS AR (B23027t6%) (20224E6 H20
H#&Y, CTD2.7.6-4.1.2) [20220095]
10) #L%EE : VEGE 12hFd 25 A8 (20204E3H25H
KR, CTD2.6.2-2.1.1) [20200014]
11) #:N%H : VEGFRL & UF'VEGFR2 (2413 % VEGF #%
AIEER (2020423 A25H #&32, CTD2.6.2-2.1.1)
[20200016]
12) PR | VEGFEE Mo M PR Al Bl 12 5k %
FREMEHT (20204:3 H25 H AR, CTD2.6.2-2.1.2)
[20200017]
13) B T v MEREFSEMEIE T 7OV B A ML
EH e (20204E3H25 0 #&FE. CTD2.6.2-2.2)
[20200019]

14) HANER - <7 A L — B — BRI Hr A € 7V
234 B MAEHr A PIRICE (2020423 H 25 H KRE.
CTD2.6.2-2.2) [20200021]

15) #LWEHL 1 7 v FVEGF F5EHgIIMmAs & it € 7
WS BT B IS CERHIER  (20204E3H 25 H 7K
#. CTD2.6.2-2.2) (202000181

24, XEERERVBEWVEDELE
JONVT 4 AT 7 =BEREH SNV T A RS A LS b
T105-6333  HLIUAREEXE / '91-23-1

. o g
0120-003-293
Z{§ . B~® 9:00~17: 30

(RARUEHKEER)
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BATDOIMIEZBRTH &

20xx 4E xx HAERL (35 1AR) BRALFI VEGF™ [HEEHI Exﬁfﬁi?ﬁﬁ%
77UV T N GBIETHEZ) TR R
AW RELE, . BIER, AU SEEE R FE Y AREEAIA
Bk - WAL & R T ® N N O =
! ol 7 AV —7"8mg i T IRNTES
AR : 18»H

114. 3mg/mL

EYLEA 8mg solution for IVT inj. 114.3mg/mL

) EE-EMEFEOLGEZICIVEMRTS L

(%)

DX

$%¢) VEGF : vascular endothelial growth factor (IfiL%& PNz HEFEIKIT-)

*&3

223 (ROBHEICFES LB L)

2.1 ARFN ORI R LI BOE DBEERE D & 5 [

2. 2 IRSUFIRIAPRICEI D & D BHE . D\ ITEGD
BEVND B 5 BAE [IRNREOEE2EIEHNFBS
LBENDRDH D, ]

2. 3IRNICEEDORIED H % BH [FIENELT DB

EnnbdH b, ]
2. 4 4T SR L T2 ATREME D & B 4tk [9.6 &
R
3. #ARE - MK
3.1 #ARK
R5e4 |7 A U —7 Smg b4 FIRINTESRHE 114. 3mg/mL

1 [ o EE (0. 07mL)

TZ7U~ET N GEETHBZ) F 8ng

154 7v (0.263mL)

77U N Gl ) K

30. 1mg

1 XA T

L— 7 VX = UHEERYE ¢ 2. TTmg

L—t ZXF 1 0. 149mg

L—t AF VR KTIY 0. 350mg

FEEL 9 BE - 13, 2mg

RY Y L_— | 20 : 0.079mg

¥ T v A == AL RZ PR E A TRIE S
by WAL —B AN T ORIFAE S E LTy
UHRIRMIEEEH LT\ b,

3.2 BFIDMHEAK

AR

wIng

WoE4 |7 AU —7 Smg i TARNTESFK 114. 3mg/mL
. (0~ 5 0, DV I X3 IR LT
PRIk R

pH 5.5~6. 1
2B b 1 (EF AR 5 k)

4. SEER IR
Ol E TR IR £ M B & £+ 5 M EBEE 1%
OMERRENZIE

5. MRERITHRICEES HEE
ARHNC L DIRF ARG T 2B L, BB - HBIC L D
NEOTHREBE L, AREGOEGZHWT 52 &,

6. AiERUAE
77UV N (GBS X) & LT Smg
(0.07mL) Z 4 Z &2 1[E], W%, e 3 A GEA
) ARG 28, IEIRIC L0 G EEE EE
W%, TOBOMERIICRB WL, @k, 16 L

W 1A, PRSI 5, 7R, ERIC X 0 BEH
W2 ERET 52, SEUEHITHZ &,

1. RERVEZICEET 5FE

7.1 WRRIZIEHERI R & 72 DIREN S D 5513, WRFRE
FEOAF LN & a2 B R ICHEM L 72 B AR Z &5
THZ L, 2B, PIRNEHEICE T D iR R B #5130k
. IR TOZRMAE 025 L7z ECxtliR s
JEITH T &,

1. 2 AN B DG RISV T, REEEME O
MMZESNTIRERMETHZELBETH &, £
7o MERFHIC B W TR, EMIMIE BTGB & FE
L. FEEIEEEZ R 5 AT SR bz & e iE.
16 3 X 0 L IR C 4% 5B b S $% G- TR 00 LA &
EETHZ L, [17.1.1, 17.1.2 B8]

8 EELERMIE

8.1 MR BB 2 BiF Ak 2 A L. T IENER O #
HSFREICET 5 07 mik - BRBROH DIREHE O &3
AR EEGETH L,

8. 2 W TR TESHC B LI S o 3541 (T FRE, JRRR
I, PUA AR K OB SESE)  ~ Ol iUE O BRI
DWTEHERNC M2 21T 2 &,

8. 3 KN DM RPNIES OBRICIE, TR sIER LN
BITH L Ebic, BEFHRIGERT2HAEFSLE LT
FEMEHIL, BRI, A TR SO E RN S H
HEINTWDIOTEETSLZ L, (1111, 11.2&
il
I FENTESE, WESETTITO 28, (FiTH

FHRMEEFEELITO., WA TR, 3 7R RTEIREREA

W R L — 7 RO HE RS 2]+ 52 8, )

< KA ERIC, 53 e BRER & IRIHTE AR D F 5
BITHZ &,

c IS OBFR T V& — & BIREHE, RN
WIEHEHTEE R L2 &,

CRERG AT, HEEN0.0TL THDHZ L%
BHANCHRTHZ L,

- BEFICx L, IRNR 2R AR (IR, Fei.,

A=, FHE) "D bNIHEICITE B ISEET
5L fRESTH L,

8. 4 T ARNTESFNC L W IREA —@tElc ER S 8ZN
B DHDT, REIEE%, HAREILIAMIE O & IR
£ EROFERABENCIT 2L, [9.1.1, 1L L.1&
]

S ARBIO T ENTER%, —ROICERERD B bLD
ZENRDDH, FORERDEIE T B F THEEO#
TECH BB OEIRICIIMF SR VWE TR TH 2
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8. 6 IR IS S AAME 2R I L. A28

HOHNRNGAICITERERG LN &,

). HBEDNERZEITHEEFICEHT IR
9.1 GHHE - BERZEOHLEE
9.1.1 HAME, SIREEDEE
[8.4, 11.1.1 ]
9.1. 2 BiZEh X (FT—@MEMEMEEDBREREDNEDD
BREFOHIEE
[11.1.2, 15.1.1 &)
9. A4EFEREEHT D
LARFTRE 7R oI, ARG H (ki E% 4 » H
Pk | EOAREHEEA WS L ofRET DL, A
B, vXOIR - lpEFEERBR T, BEFERAASN
To AR B 31T B e MU R B2 1T 259ng/mL Cd>
V. BRI 2o TWRW D, AFEIFR G H Ik
#% OWY) B ENIEIIA S 2v Ty, [9.5 2]
9.5 14w
T4 UTITSR LTV B ATREME D 8 5 PRI IT i 5 L7
W2k, UHXoRr - BIRENRE (3~60mg/kg 3
BN RN E) 1B\ T, BE O ER
TR, BERBIREL R OMRIEAE OhE. AL
WERKAIE) OBEINHEIN TS, Hlovsx
& - IR EMERRER (0. 1~1mg/kg ZUEHR 1 H ~S¥E TR
HIZE THRE) [2BWC, JRIEHE (OhE, NIBRE W
BT OBMAME SN TWD, ERY Xk
WT, AHI OB EEMENRD bz, [2.4, 9.4 &
]
9.6 1237
B LOFREER O RIREOFTRMEELZE L, A
O T IEEREtd 52 &, & MEERLF~OBIT

ETRHTH 5,
9.7T/NR%F

INREE G L U TR RRRBR I SN L TuZen,
1. EEA

WOBHERNRH SbNDZERHHDT, BEE 14
ATV, BERBO ONEAIE s P4 s
EHYRE AT O Z &
1.1 EXAEEA
11.1. 1 RfEE
RANZE (0.2%) | BRIE ESH (3.4%) . 4 7H1E < B
(1.0%) . FMEBHEAWEE (0.5%) | HEWEH M
(0.5%) . A FRAAL (0.4%) . fE-FAH
(0.3%) . MEEL<BE (0.04%) | HEMEZLAL
(0.06%) . MERBEEHE ERII<EE (0.02%) b Sbi
HZLENbHDH, [8.3, 8.4, 9.1.1 ]
11.1. 2 fxizedh (0. 2%)
[9.1.2, 15.1.1 BMR]
11.2 Z 0O EIER

5%LA 1~5% L%AT
A
AR™ | FMEH I ( ARFEM | HPNRE, £ REEGE
(87 |16.0%) 5. IEEE, A
AR Wb A, Al R R
) 8, AR, A
. BIENARE, A

BT LT, FEESE
i, FERREL, RN
IR, REEL. T L
X —PEREB S, 4
D) R, WEE

5% 1 1~5% 1%
A
A%, 7 F ok
%K. HIFEER. ¥
%, miEHIMm, AR
AR
AR e NI RSN DRI TR AUN
(%4 Y | TR, BEBEARAEE
5! TEBEVEAE, B TL
) . PHBLEREE. MR
oM, MERBETENE,
TS T RRMERE . MR
FLK, MR EE -
FEAiE, NaRs A BIESE
(RS
AR TEGTES | VESSAALRIR,
Gx PSR | BEERACATBE, RS
SR PEASHRER, VESHEAL
) Hrfg . VREEAL SR
. TEHFERATIRNE, TE
FHALRERR ., FEHE
PN, FEFHERAL
1.
AR | AR RO |IRIE., Rz, RE
(% Wik, | DFEEE. IROBE
D AR ] B, RAavE, (R
fth) W, TR | B, ERREE. HR
M Bk, RS A i
filE, IRECAERR, AR
JESE, &, Ok
£ OEUE, YR
JiE, LB L B
A, RAKT, &
i IR AP
4] O FERE, ALEE
PEBR P, SR 5 o
o5 L5
A ARG, TN
RS
A
1k L
2
WabR BRI R, R A
P VR I LT F =
FEEEM
) AR, s, 3K
ity YrBBUE, R
) [8.3&ME]

13. BEHRE

13.1 54K
HRRABRICB VT, —lMEDOIRE EA S HE ShTn
%o BEREOHINIHEWIRENS LR T2 8085
e

13.2 &
IREZME L, BEIRBOLNHE I 2 0LE
ZIT5 2 &,

14 EALEDIE
141 REIRERIOZE



14. 1.1 BANL, EHENCERIET I L, FRISHKE L
T-HERIAS 24 BERI 2 X 72 WK Y IR T 5 2 &,
14.1.2 BHUZ X DHERZATV, EEHIRICHRL -, 1RE X
FEADRRD LN HGE. BaEEPRO LN
B, BEPBEOONDIGAITIIEA LN &,
14.1. 3 Al TR IR OB B SN2 b 2 55

SOFHIREIN OGEIITERA Ln 2 &,
MAAELWRBEORKITHLZ LEASALT LT YL
THERTHZ &,
14.2 ERIHBRERFOEE
14. 2.1 KANIH T ERNICORREETH 2 &,
14.2.230 7 — OIRFH RS AT 2 &,
14.2.31 N4 71| (R OBOFERET L L,

15. ZDhDEE

15. 1 BRERE A E D 155k

15. 1.1 RFIBe I L 0 28 @ VEGF BLEITE R § 2 Bk
MR IC BT 2 G ERS (OMEZE, Mk, @
THEE) DNIHLT D RHREMENH D, BB B
MR & R G N & 7z [ R [R5 AR BRI B8 1
2R ie ZERe B H R O RBRIL, AH| Smg 58
TO0.4% (673 B 3 fl) T otz FERNSEBEEIE R
F A B S NE S 7 EER LR I/ RIS BT 2
BIRIMASTEFR B F R OFBIERIT, KA 8mg £ H-HET
4.5% (491 IR 22 ) ThHo7=, [9.1.2, 11.1.2%&
M ]

15. 1.2 RAIB 5 L v, L7 7 U~k 7 MRS I E
THZERD D,

15. 1. 3 ARFIHA & ST RV T ¢ T K DIl )
EOJFAZ I L= BRIIFEE I TR 69, AL
ST RNVT 4 R LTSAE ORI R O ek
DARFNHEMEFIZ LN TENRL TV D EORE RIS LN T
b‘fcﬁb‘o

15. 2 JEBGPR SRR ICE D < [EFHR
F AT 4 BRI T 8 » A R RN E B 5% O
PEAAR PR IC BT, 2 KON dmg/ AR 5-BE 0D Bk
B (SRR A7) IR OV A XIXIESE 2T
MBI SN T, IRIEIC LY B3 2 ATtk 2k
Tholo, 0.5mg/IREHEITYHT AT 5T,
YR ERMER) (2B 5 mIgEhiEER Y 7 U~
N7 N OBEEEIT, K THIRICAR Smg % 3 [H]4
FIRNKER L L= & X O Cnax K NAUC #EEEDFH
FAUS. 2 {E RN 3. 3 {5, HRICAKA] 8mg % 3 [BIAE T4
WNRAEH G L= & & D Cmax KON AUC HEEE D E N Fh
2.3 [ KON 4 FEIZHEY L=,

16. E¥YEhHE

16.1 MHAEE
SAE B AR R A BE T 7 U~k 7 b
2mg SIEAFA| 8mg & H[RIFY AN G Lz & & oM
H OB OSE AT T 7 U~k 7 - R E o S E)
BRI A—HITROLEBY Th-oTz,

VAR, — BT AEMEIE 45 15 6
a) TRAE FEH) . b) 861, ¢ 26 (ErlME) | d) 14
Bl e) 134, £) 6141, g) 84Hl

H A N R 973 25 BV B RS LA 8mg % B[R 11K PN
BH Lz Lo oEFR L O T 7 U~
7 N DOIEMBNEENT A —HILITRD LB ThHo
7o

N Cmax AUC (0-28day)

HITE X

HERS (ng/mL) (ng-day/mL)
WEEERL T 7 )~ b 376140 2310477
WO T 7 U~k b | 425+66.9 9790+ 1610

HRIE ix: Cmax tmax AUC (0-28day) t1/2
PSS = (ng/mL) (day) ® (ng-day/mL) (day)
ﬁgﬁﬂ o 52586 (01'49201) 1875257 8‘22’”11.3
7~ L
71;27 k| 8mg jggg (0.1417'7054. 02y | 1700782 o8 4434' %
7%7/5'\])&1 2me ilgl (1.9;,44 ;1. ) | 2240612 ! B
Lt 7" | 8mg ﬁf?g ©. 92}'(2)8. ) |9810+3330 9| 25 5’6)31'5

SERIE SRR 2, FHIBEL : & 6

16. 2 IR
77 YT NI T ERNE S SRR, 2R
MmHCBITT 5, 72, EFFEERLH CiX, REET
LEIRVEGE AR E LTIEE A EBFET D, B,
WIRME VEGF &fEET 2 o0k, Ry 7 ) ~ vt 7 k
DODHTH D,

16.3 %
HeyyXic7r 7~ vt 7 b Ing (0. 5mg/lIR) Z R+
RNF G Lz & &, W7 7 ) ~ bt 7 M
TIRIZHFE L, £ ORI R ORGEEE & bR
FlZ@h o T2, WRICRIT 2EEEEIL 491ng/nL,
HEE R OIRAE IS s V) D B i EE 1, = hEh
20. 8ug/g XN 36. 2ug/g THoTz, W T 7V~ Lt
7" N OIRNEALEN 331 B T IR R C 115~
132 FFfl Ch o7z, MIFEFROWERFRT 7 U~ vt 7 Mg
FEIE, IRPVIREE & TR TR L . IF AP RED
BXF 100045501 Thotz,

17. BRERRAE

171 AR UVREEICEAT 5558
(FLETIRGIEFEME 44+ 5 MEnERE M)

17.1.1 ERERFE AL (PULSAR 5X8%)

BB SR B VE RS 2 xR, AKI 12 88 (ORH
8mg & 4 Z LT 3 [EIE AN L, %X 128
TicHEE) . ARKI 16 EEE (KKl Smg 24T LT3
BIRE - RNEE L, Z0%IZ 16 8 2 LickE) KOs
MEE (77 VULt 7 b 2mg & 430 2 L 12 3 BTN
BEL, Z0O%IZEILITHE) 3BT L HEES
b — FEHERR S AR AR 2 S50 L 7=, AR 53R RIS
PRI RS X R G MR A R 8 B I L ICEMET S
ZennpEe &ne QERIIHRGMROIER S "THE

ntz) .
X RRIEEMEIL, RN RRENET RO LIS &
Al S T,

FHFMIEE CTd 5 ETDRS NI K 5 48 H HIZH 1T
LHEEBIERIIONR—=2F 4 b 0EbR R/
SEHME. FAS) (3. FTEROLBY THhHhotz, XBREELD
BEMZEIT, AH 12 BEETIZ-0.97 XF (95%Z XM -
-2.87~0.92 3C7F) . AK| 16 WHETIE-1. 14 3CF (95%
EHEIXR : -2.97~0.69 3CF) TH Y, AFIEGH Lt
R ORI 22D 95 EFX O FIRNFELPER I E (-4
XF) B EEST-ZENnD, AAER GO RIS
LIELMENTREN T,

F7-. ETDRS HAFEIC L 5 60 B ICBIT A REETER
TOR=2F A indDEE (/" FTIH,
FAS) 1Z. TEDOLEBY THoT-, XL ORERZE
1. A 12 BEETIZ-0. 86 LT (95%ISHEIX[E] : —2. 57
~0.84 3XF) . AKI 16 BRETIT-0.92 3CF (95%FHEX
M :-2.51~0.66 XF) THY., AFEEREL XBEED
FEMIZE D 95%E X M O TRRAIELMERIE (-4 3CF)



Z ERlo7Z e n | ARG REO R REEC R 5955
PEDR & Tz,

k. AE| 12 EEETIT, 79. 4%K O 77. 8%D S 12
BEOREMEE ., AHK 16 @R TIL 76. 6% & T 74. 1%D
FN 16 OG- RIMEZ 48 # H & 1060 # B £ THERF L
77

pogiichita AHA AH
12 #EE | 16 BEE
48 MET | 2%FEH | 7.03x 6. 06+ 5.89+
DIk 0.74 0.77 0.72
NXEYIB'S (336) (335) (338)
FHOE | HAAN | 4.30+ 6. 14+ 7.49+
b (x S 2.58 2.63 1. 40
SN (33) (31) (33)
Pl
HERRE)
(FAS) *
60 HE T | &%FH | 7.23% 6. 37+ 6.31+
DI i 0. 68 0.74 0. 66
BRI 3T (336) (335) (338)
FHOLE | HAAN | 5.58=% 5.86+ 7.17+
& Uk £ 2.09 2.49 1.18
INT T (33) (31) (33)
Pl
R )
(FAS) *
8B E | %M 6.7+ 5.9+ 5.1+
To®RE 0.8 0.8 0.8
E¥ CF (336) (335) (338)
BEEEE | BARA | 6.9% 5.8+ 4.9+
el 22) L 0.2 1.1 0.7
(SAF) (33) (31) (33)
60 B F | &% 8.5+ 6.9+ 6.0+
To®RE 1.3 1.1 1.1
E¥ CF (336) (335) (337)
PIEEEE | AAAN | 8.8=% 6.7+ 5.8+
el 2) £EH 0.7 1.4 0.9
(SAF) (33) (31) (33)

O PIE A1 5

¥ R—RAT A OEREBIER TS A AR, S
e, SRR R OVERIIN 7 (i (AR, Zofhoi
) . N—RAT A OREBES ST (60 3UF
K, 60 LFLLE) ) ZEEDNREL, XR—ATA
Y OREBIERSI T E KO L EERE, &5
L RBEORBEMEREZ &L, KEMNERADIRTE
T (MMRM) 12 & A f#AT

7t 60 B £ TOT—X TRl L7=, AA] 8mg %
Bl &7z 673 il 96 1 (14.3%) (CRIER (RS FH
WERRT2HEEREET) BNRO LN, EREIEM
W, BRE RS 1065 (1.6%) | RS 9 F (1.3%) |
T AEY 8 5 (1.2%) Th oz,

(FERRENZE)

17.1.2 EfF# R I/M4E5L58 (PHOTON F5&)

P IRIR BRI AR A RIS, K 12 BEE (KA 8mg
AW L2 3R TN L, 20®%IT 12T,
W) | ARK 16 EEE OKRH 8mg & 4 B 2 &1 3 [EIAH
FRRERE L, F0%I13 16 8T &1 E) KOS REE
(77Ut 7 b 2mg & 48 Z L\2 5 MY AN#ES
L, ZO%IFI8 W LITH&E) @ 3BT L HIIEAL
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TENHREE ST QFERIIRGMROLERE b FTHE
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TDOR=2F A inbD0EE (/b R M,
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 ERlo72Z E0n . ARFIEGREORHREEC KT 5 FES
MERR ST,
k. AF| 12 BEETIL. 91. 0% T 90. 3%D HBE M 12
WG, KAl 16 WEECTIX 89. 1% 1) 85. 5% &
FN 16 BORERIMREE 48 W H KUV 60 H H £ THERFL
77

popiictisa AH A
1288 | 16 B
48 BT | &% | 8.67% 8. 10+ 7.23+
D f 0.73 0.61 0.71
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60 B T | &24EM | 9.40= | 8.52% 7.64+
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(SAF) (20) (37) (17)
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Beh ST 491 B 57 ] (11.6%) ICRIWEH (GEHFH
WCRRT2HEEGEET) Pl bhil, ERRIEH
k. RS 15 5 (3. 1%) | RYTIREREEY) 8 151
(1.6%) . HR¥ 84 (1.6%) . WRJELSF 7461 (1.4%) T
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18. ExhEE
18. 1 fEF#F
77V N (BInFAER) 1E. B b VEGF XA
1RO 2 OIS KA A % b IgGl D Fe FAA
NFEE LT B b 7 v 7B Th v AliEtE
DT A ZREE LT, BTG EBEAL S O IRE
BICH DI DI 72 I Bk L O E IR 542
LEZ BTV VEGF-A K VA& HE AR+ (P1GF)
2. AEOZRELY bEWEFETHEAT A Z LI
X, ZoOERERET S, £z, FRICIREERE~D
B G.23 i 5 STV D VEGF-B IZ b iEB T D,
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T 7Y LET ROE |k VEGF-Ag. VEGF-Ay. VEGF-B
K ONPIGF-2 12Xt D& OB EER K) 11X, £nZ
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vitro) .

18.3EMETIVICEITSER
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T, 77V NI, IRNOFER 7 i B4 & O
MEREOREZIH Lz, 10 —F —FRIkE
g A MEET L TIE, 77U~k 7~ OREN
BHICED L= —GEZONRKEEAEME (CNV)
DA S, 7B S 7z O 28 oI
BIRH A SE L,

19. MRS ICEET S EBIEFMANR
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(& 7 E sy, 2 &K
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AKE : b FVECFZRHEKLIDFE2lg KA, &k
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2= b 2T DA E 4D EAE THEHE Z fib
Y AR/ |
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B RDTZO . AFNISMEIC AN TR TIRET S
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1.8.1 IRfMICE () OXTHRIL

Bayer Yakuhin, Ltd. Page 2 of 24

H55 TE %

A 77Ut 7k 8mg (114. 3mg/mL)

2q8 Hf T7VE T b 2mg BRPIOIENT4B L, TO%T8MI LIckEd A (PULSAR

T7V YL S b 2mg HEAIOSENT4BTE . FO%ITI8HE T L ICEET S (PHOTON

HDq12 Ff T7UVbt 7 b Smg RO SENTA4BE T, ZOH%IT12BE I LSRG 58
(PULSAR &%, PHOTON &%)

HDq16 B T7VET b 8mg BRMOIENT4BET L, TO®RIT 16T LG D8
(PULSAR 3%, PHOTON #&%%)

ENailpiES HDq12 B & HDql6 BEDPFEHE (PULSAR 75k, PHOTON #RiER)




1.8.1 WH3E () O ERIL
Bayer Yakuhin, Ltd. Page 3 of 24

1.8.1 BHRAXE (F) ORERNL

1.8.1.1 MENITHR () RUZDHRERML
L8 1.1.1  ZMEEXRIIHE

4. PEXIIHR (F) O ILE TARMSIZIHAME 4 5 Nkt ERE L
OMERFEMIFE

1.8.1.1.2  ERERN

AHFERNRE T R IL, BHEANBMEBEAME (nAMD) BF Zxt4 & LB AR R GRER
20968 (PULSAR #ER) ] K OWEIRISEBEVEIE (DME) FBRF Z X4 & L8 0/ MFERER (B
21091 (PHOTON #B&) ] OAFEIZFESWTRHRE LT, WBRE HLICHANBRE 2R BRxS L LT
e ERS LR & LTS E ST,

PULSAR 55

PULSAR #BRIT. BEAGRIECHAT 7 ULtk 2mg D 8 T L Ot E (28 &) LLbif LT,
A% 12 BT L (HDql2 #) Xix 16 #HZ & (HDgl6 #E) OFLMRETESG Lz & xDF MR
WL ERHT 2 2 i FE, BIEAb, ik, 3R, EEGHERBRThH -7,

AELE T SN2 Lo Bl 9 6, 1,009 6] (99.8%) M RKDMENTRIGREER (FAS) 128 F
P, FOWNEFRIE. 298 BEDS 336 5], HDq12 BEAS 335 5], HDql6 BEAS 338 5l Ch o7, FDHEH. H
ARNWERE 1L 97 Bl (298 BF 33 #il, HDql12 &f 31 #1], HDql6 £ 33 fi]) TH o7,

FEMEDO FEFMEE TH D 48 HH DA @Eﬁﬁ(mw)i%ﬁwx—x?4/ﬁawﬁ
{LEIZSOW T, HDql2 BEM N HDql6 BETO 2q8 BE L OREMZE (EH] 95%EHEX (CI) ) |
HDgl2 #ET—0.97 37 (—2.87~0.92 %) . HDglé BET—1. 14 3¢ (— 29Twa69ﬂﬁﬂ T
HoT-, Wl 95%CI O FIRVBHFELME~— 0 —4 7% EEY | HDgl2 BEK OV HDql6 BED 298
R D IELEN R E LT,

HENMED LR RIREHTEH TH 5 60 3 B D BCVA SLFHDN—2 T A b DL EIZHOWT
t, HDq12 BEM OVHDq16 BED 2q8 B & OREMZEIZ I 1T D e/ ZF X O Wiff] 95%CT O TR AN A
WCHRE LTS E~— 0 O —4 5% LRIV . 60 H TO HDq12 £ K& OV HDq16 BED 2q8 FEIZ xt
THIEREMEIIRE T,

HDg12 BTl 79. 4% K N 77. 8% D BE S 12 MO 5.4 . HDql6 BETIX 76. 6% K X 74. 1%
OBRFEN 16 B HERIREE. 48 HMHEKLKN60 ME £ CHEEF L7 (2.5.3.4, 2.5.4.2.2) .

AKFNDOREMTa 7 7 A LT 7Vt 7 b 2 mgDEEHOZEET a7 7 A )L EREETH D .
B2t o 7V ESnrol, KAKGEOARMEIIRG TH - 7=
(2.5.5.1.3) .

HA NSRS Téﬁ%ﬁ®£%%ﬁ@ﬁ@ﬁ%i R & i LT L TRRORER T
oty HANEMICET D BRAMMEORBIRGHER B O RIT, SEEHE O S 7EN T
HoNIehr otz T OMDAEMEDRIREHEE H f OPRBEAFHEEH TH, AARANEH O R IE
EREHORR EREOMER TH o7z (2.5.4.2.3.6) . £7z, AARNEM & 2REMOZ 2N



1.8.1 WH3E () O ERIL
Bayer Yakuhin, Ltd. Page 4 of 24

77y AV LN ET R BARAEBRE IR OLZENE EOBRSITR D N ho Tz
(2.5.5.1.5) .

PHOTON B

PHOTON #BR1%. BEAGRIETHAHT 7 ULt |k 2mg D 8 T L O (28 &) Ll LT,
AHlZ 12 BT & (HDql2 Bf) ik 16 BT (HDqle #f) O HRIFETHE L- & 0L
OV REtd 5 S hiskdtmE, BIEA(L, i, 3 fE, EEGHERBRTH -7,

MEVEAEBIR T STz 660 1D 5 6, 658 il (99. 7%) 7% FAS ([Z& £, EOWNRIE, 298 BEN
167 15, HDql12 F¥AS 328 5], HDql6 BEN 163 B Tdh-7-, FD o H, HARAPEERE S 97 1 (248 B
33 5. HDq12 B 31 {4, HDql6 &f 33 f5]) & Fii-,

HRhED FEFBIEH TH D 48 #H D BCVA LFEDR—R T A b DZELEIZ DWW T,
HDq12 #£ K TN HDq16 #E T 2q8 #f & OREMZE (il 95%CT) X, HDql2 #ET—0.57 3CF (— 2.26
~1.133C5) | HDql6 BFET—1.44 305 (—3.27~0.39 3CF) Th o7z, Ml 95%CI O FRA—4
XF%& EFEY | HDql2 BEXR TN HDql6 BED 2q8 BEICx T 2 IELME GELME~—T 0 4 F) PR &
iz,

HEhMED ERRIREHEEE ThH % 60 8 H D BCVA STFHDX—Z2 T A b DL EIZHOWNT
%, HDq12 #E M UV HDq16 BED 2q8 ff & ORER 22T I 1T 5 i/ e ROl 95%CT O T ERASF R
ICHIE L= —4 XF% B[Rl . 60 38 H TO HDq12 B ONHDq16 BED 2q8 BEIZ X9 B IELME FES
@vw9y4ii>ﬁ%éhko

HDq12 BECIE 91. 0% & 11 90. 3% D EE D 12 OB 5 [HE% . HDgl6 £ CiE 89. 1% & T8 85. 5%
DBEEN 16 BOEEGRREA . 48 HHE NRU60 MH £ THEEF L7 (2.5.3.4, 2.5.4.3.2) .

ARNDOLENET 0T 7 A MEIT 7 VLt 7 b 2 meDBERORENET 07 7 4 L EFRETH Y |
WiehZeMbor 7 rvEfES N R ol KAKRGOIEMEITIRI TH -7
(2.5.5.2.3)

HANENNZ R DA ME0 EEFHETH H ORERIT, AN & i LT L TRBRORR T
%otoﬁﬁkﬁl BT D ERAIEOBIREHIIE B ORI, 2FEMOMR & RS EN
ﬁﬁ%ﬂﬁ#oto%@%®ﬁ@ﬁ®@ﬁﬁﬁ@ﬁ&@%$%ﬂﬁ@ﬁf%\Hﬁkﬁﬁ@%%

SEEMAORER L RKOBEM ThH o7z (2.5.4.3.3.6) o £, HARANEM & 2EEMDZLE4E
M7 v 7 7 A A BT <. BARNERE IZHA OZ eV EOREITRRD e -7z
(2.5.5.2.5) ,

LA F. PULSAR 7R K& OF PHOTON #BR (2 H5 U T ., AHID nAMD S TF DME (2 %19 2 G 20 & Z2atEns
mENTe, F£o, BARANEMIZBWT S BEREM & FRICAEIMEN RS, BARANIRAOZ S
HORELRO DN oTe, TOZ b, AFIOEEIR () % [0 TR T A i
B ARAED MR ME] RO TSR B &3 LT,

1.8.1.1.3 MEXEHRICEET HEE

5 MEEXIIMRICEET HEE () RERHL

AHNZ X DR ZBMGT DB L, A - RRBIC K | AFNZ L DIBRDNLED IRV EF (X
HRNFOTHREZE L. KA OES 2l LTLGICHREShmnE S| e
52 &, FRRICIEEME 21T 5 ~X & EZ, K
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5. PEEXIFIHRICEAET HIE () R EIRHL
NRESUFZN RN B DR 2% E L
77

1.8.1.2 RERUVAE () RUZDRERL
1.8.1.2.1 RZERUVRAE

6. FERUAZE (B) 77UV N GBI H#Z) & LC8mg (0.07mL) % 438
ZEIT L E]L EE, ERE 3 | CEAW) TANEEST 58, E
WX 0GR ZEERC 5, TO%OMRIIZRBWTIE, @
W16 T &I LR T ERARET S, ks, ERICK Y B

LA SRS T 508, SHEUEH TS L,

1.8.1.2.2 R TEAR ML
ARHGEHER OVH &1L, PULSAR 55k & O PHOTON #BRICIESERE LT,

AAENL, 77 Vvt 7 MREZBEARINTWS 40mg/nl (FHE 2mg) 2°5 114, 3mg/mL

(FH&E8mg) ~HINT2Z L1k, L0E OFEMES O AN (IVT) #5542 He s LicH
T2RflRITH D, AFO VT &ETIE, 77Vt 7 b 2mg & HA~ERFEH O R O it &
N CTE 5, MBERAZHNVCIVEHEOT 7V L7 e W RELZEEDV I o
L—y gy (B MEFERNICBIT AR T 7 )~ vt MEE-RE a7 7 A vE 1-a 23
— FRAVNEFCEOHEE) Tlid, 77Vt 7 bk 8mg @ IVT 52 E Y, 2mg @ IVT &5
S L CHRERIEER20 B Q) EETES ETFHIENZ, 202 EnD, KRAFEDOR
#L & 72 % PULSAR 3R % UF PHOTON 3Bk Ci, AAKlZ, 48 Z LIk 3G L, £0%, 128
E 16 AR THRET D LU A ERFHMI L, H&5-MRA 12 T 16 BIERT 252 &2 X
D, 77UVt b 2mg &g LTRGBSV 72 20 IR FEICEET 2 HERLD Y
A7 OBRNIECE 5, £, BESCHHEL T TR, Elili & ERMEEE O QMR b
W cx% (2.5.1.3.2) o

PULSAR 75 & O PHOTON 3Bk O F=3EFHIE H T 5 48 #Hl H @ BCVA LFHEDRX—A T A b
DOEAL &R OF D E72RBIKEHEEE TH 5 60 il B @ BCVA SLFEDX—RA T A b DAL
E|ZHBUWT, HDql2 #E M OV HDg16 BED 298 BEICXTT D IEH N R S Tz,

72%. PULSAR FRBRIZIHBVT, HDql2 BETIX 79. 4% KN 77. 8% DHEE N 12 O 5-HE % .
HDq16 BETIL 76. 6% K N 74. 1% DEE D 16 MO GMEA . 48 H LT 60 #H H £ THERF L7,
F 7=, PHOTON #ERICFBUVT, HDql2 BETIX 91. 0% K 1V 90. 3% D &N 12 MO 5-[FE4 . HDql6
FETIE 89.1% &N 85.5% D EEN 16 OB LGRMEAZ, 48 ME KW 60 HH B ¥ THFF L2

(2.5.3.4, 2.5.4.2.2, 2.5.4.3.2) .

X 512, PULSAR #EBR D 60 WIS T, HDql2 BETIE 43. 1% D BENKEIE5MEA 16 8T,
HDql16 B¥TIiL 38.5% D HEENKIFKREHMEEZ 20 BIZHERE T 5 &l STz, F7=. PHOTON
FRER D 60 WIS T, HDql2 BE Tl 42. 6% D BE DR EIRS-[HE 4 16 #12, HDql6 B TiX 34. 2%
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DB DRI G- FRZ 20
14238/Table 14.1.4.2a)

PULSAR #5& K OY PHOTON 3RBRIZ I\ T, 60 ## HIZ

XiE 10 SCFLA RN UGEE Llcgiig o 5 b, HANC

FTNLTEAL LT RE O3

> 7z,

B AR FAER (2

B DAFOMIEL TRAID 3 BIE 4 08 Z &

Page 6 of 24

ICHER 5 LI S T2 (PH-42588/Table 14.1.4/2. R-

BCVA SCFEMNR—RA T A )b 5 XFELE
BT 53 w3 [mlAd TR ik
. 1A% T 3% ~8%FEE, 2 A 51% T 12%~23%FE Th

RG9S THY, L%ﬂ@?ﬁ%%ﬁ@i

HHEICHESS b D TH S, BAWIC 1 [HIIT 2 FOEE T, &5 EDORNLGEN LY

Th-oTh, EOREDOHPIRA DRI N T 16 3 Z

ET) MFFTEDNEIAITHD, £,
Yo NSY Wi

k@&ﬁﬁ%fﬁﬁ%(mzi6mﬁﬁ

AT 3 BRI OG- Th 5 —EDOW 1tkE
BATH, 8 3 k5T 2 & THARLHNGENZER TE S|

EEbH o, &6

(2, EOREOHNUEIIERLE THIUTEAMOREGEREEZB L 5 Z N TE H0ITo0

T OGN ZRFERIT R0,

—77 . EERBIGIZ W CTERE OWRBICIL U CGEAIC
WEFET VI BLEND, ARAEIOBE A
Lf8m(0mm)%4ﬁ3&mlﬂ\ﬁﬁ
KO EEREEAZEER LS, | &L,

INHDOZ END, RANDEEK

3Mm CEAS) HE L%, HEFRIZ IRV T,

MRIZ 8 WU b 1T 2 Z LRI TH D L& R T,

by, REoOHERE (£) %,
(0.07mL) % 4T X2 1 [\, @EH.
@@%@aﬂbéo%®%®%ﬁﬁmﬁw1i
B, ERIC XY MR E ST 508,

SN

HELEHEIX 1M 8mel L, AEIF4EI LT
W 1618 2
FOBREMRBERET A ENEUITHA EEXT-, B,
UNTC, PULSAR #R5% K O PHOTON 55k 0D #4721 %w(sﬁ%%@&ﬁﬁ%#@w

B Dl Gl E 3 RGN E DR

BIAREE (77087 N B Efiz) &
. I 3 B GEAMD) ARSI DM,

JEARIZ

IREIR Lr% Hﬁ‘fm
TR EAFEREL LT, BEDIERIC

HEFFIZ B 2 B o B G MRIZ
e, &5

(77Ut~ (B z) & LT 8mg
HiE 3 [ CEAM) MR LT 203,
16 =
UL EHTFAHZ L, | EERELT,

JEARIZ L 0 &5
I il B 51 I 1B % NP S S A RS PR

1.8.1.2.3 AERVHEZICEET IR

1. BERUVAZICEET ZIE () ERTEARHL
7.1 MRICIBEX R E R DIREN D H5A 1L, WHRMHE | PULSAR 75k & O PHOTON #RER 2350
BHERR DA Ze M & fElr: 2 H B3 L7 bAoA T, MIRICAH % RS L7720
ERETHZ L, B, WIRNEEICET 5 HIRE H HhME R OV BRI E ST
BEHITRES . IR TOLEMEEZFDICEHMI L7 ET | W2 e aEE 2 B L RRICHEE
KHARDIEHEEITH Z &, MAEL AT ) N&E L EZEHE LT,
7. 238 AHNC BT G RIEICHOW T, EAEEME | SAIICB T ARG EEOREIE, 1)

DOFIICEESWT 3 AR &5 2 k%%ﬁ#é_
Lo Fo, MEFFHNCRBWLTIE, EMPICE BIEEIE
RN L, R BIRENME 2 RIS T 5 AT LR O il
raix, 16 8 X 0 BV EIRE T o fe 5B ah ST 5[
fROEMZZET 52 &, [17. 1.1, 17. 1.2 /]

FIRTEREFRIPT AL A O FR FBIEE M D
FHEIC S MER DD EEZ B
LIz, TOEOREMEZITH 12
OIZFeH LT,

F 7z, PULSAR &5 A OF PHOTON &8k oD
60 # HIZBWT, TNEN 74. 1% K

O 85. 5% OHRERFEH 16 1 D 12 5-[#1R




1.8.1 WA3E () OREMRM
Bayer Yakuhin, Ltd. Page 7 of 24
1. BERUVAEICEET FE () X ERHL

AR LT, BB RR IR
ORI X 0 EHET (R XA
B) 720U THLEEZD
NIl FERIEEIWEZ RE3 5T
RFRD T GA I TR O
H% 16 X 0 8RR CRBT 5 2
& M OHERF O $ 51810 % FEkE 5
HTEEEBETDHEOHEEZTLE L
776
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1.8.1.3 FRLDEE () RUZDFHRTERRL
1.8.1.3.1 2 (ROEFICEFBRELEWI L)

2.EZZ (ROBHEIZEIFRELGENIE) (B) 5% R

2.1 KA DRk UibBUE DBEERE D & 5 5

2. 2 IRSUIIRFAPHICIE G D & 5 B 8 D WITEGE D
BV Db 5 BE [IRNRFEOEEZREITER 35T
LBRENRDH D, ]

2. 3MBANICEEDORIEDH 5 BE [FIENET DB
TN H D, ]

2.4 1 SATAEIR L TS ATREMED & D M (9.5 &
]

ZEMEICET 5 a0/ EEFEEE L
TRIE LT,
KENOEEGIZ XY, IBNKREOEE
BIWEHNRETARBENDH DO
E LT,

AFOBGIZEY, RIENENTDE
FNINDDHT-ORE LT,

AR T M TR | B A A & BT
L CW% VEGF |Zx3 2 HEERHZA
L. B hIg6l ®Fc RAAL L HHT S
SRRSO, g e 7 ) v L
LU EEtt 2952 &0 KO
t b IgG OREMEEEMEILE 2 ik =
HOMMAN S L, 5 3 iEHR =0
DBINTIRKREIRDZ L BEET D

&L AREN AR L O AR OFRAEID
W KT AR &2 B 2ICITR E T

RN ORIE LT,
1.8.1.3.2 FELGEAXMIFE
. EELEAMIE (R) ERTEAR ML

8. 1 MR I BI T 2 REP A 2 A L. RS
DEGFEACPH T D 03725058 - #EBRO & 5 IRFHE
DHBAF G35 L,

8. 2 I IRPNTESNICER LA S % 3641 GHE S, #f
Btk PR R IRIE e OV SR SS)  ~ DI UiE O BETE
RIZOWTHEANC 022175 2 &,

8. 3 AFN DI FIANTESR OBICIE, FredsIZEE L

RWBATY EEbic, BETHICERT I HAEER
& UCHREIE M, IR, AE T INREY S O A E RS
NELWESNTVWIDTHEETDHZ &,
[11.1.1, 11.2 W]
I TERNESE, BESETTITO 2, (B
A FHEEFEEZITV, BETE, 3 U R RER
BEA, BE KL — 7 RO B e 2% % {5
THZL, )

BEFR N & Oy 7 ik - B a A5
5 HRBHE O B3 ARK & e G- 5 L B
HDHT-OFE LIz,
AHNEEGD T, T ERNEFHZEE LT
fi F & 2 SRANT k-3 2 3B BUE O FE 5
BT BT OERE LT,

AFN O FARNES BT 2 %5 F5
(B #H T D ERRORELWET 5T
WiRE LT,
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8. EELGERMEE ()

SREARHL

< RFNE R, o7 7Rkl & AT SR A D
BHEITHIZ L,

c AT OER T ¢V E — P BRI, BRN
EFHIIMERHTE R Lenz &y

cmERG AT, G EN 0.0l THDH Z
CEBERINCHERT S Z &,

BT L, IRNE 2R3 20k (IR, 7
., &, BRE) 2Hobn=HaITED
WCHERET A L) ICiRET A Z L,

8. 4 i IANESHZ L VIREZ —@thic EH- S5 8
ENDHHDT, AKFBE G4, SARREFLEA M O
B LIRIE LR OB A2 @WUNCITH Z &,
[9.1.1, 11.1.1 8]

8.5 ARHN DS ARNTES%, —RHICERER S LD
NOZERHDHT-D, FOERIEET 5 F THE
P DO ERVESC B B B OIS T IR SRV K
IFEETHZ &,

8.6 EHIMICH NS IS T HME &3 I L. Axhitk
DD LR WEAICITER E T E LenwZ &y

AHFNPFEHIZ LY, IRENR ERT L&
NI DHI-DEE LT,

KRAENPe G, —RFIIICEREND Hb
NAHEEMEND B T-DRE L1,

AHNTEMB G INLFERITHY | &
BOTEEMEC ) E 2T L, 8,
BHMREOFE, & 2 W3 Gk D
ERZHMT D U0ENH LT OREL
77

1.8.1.3.3 HEDERZAILBEICHI IR

I RHENEREATHRBICHT IR (B

RERA

9.1 EHHE - MEBEZEDOHLHEE

9.1.1 ZxNME. SIREENDEE

(8.4, 11.1.1 W]

9. 1. 2 B Z= A X (3 — 3@ 14 i A I 58 4F D BE{E R F Dk 2=
TOBEKREFOHLEE

[11.1.2, 15.1. 1 /8]

AAPEIZ LY i PEICIRED B
THIENDDHIZORE LT,

AR 52 X0 25 0 VEGF [LE 2
K9~ 2 B ke ZE AR e (2 B 5 F
ERNRBLT HAREMERH V| RNz
DFEMRIK -1 8 5 BE G LG 6
(M ZEHE D3 8 b D AIREME XS E T
X7V ORE LT,
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I RBENDERZHIHABBICET HEE (B) X TERHL

9.4 4hERe=HT HFE

IERFTRE 70 20 PRI, ARG (R 51% 4 #
ALLL) | #EUeRETEE WS Lo RET S 2
Lo ek, UHXOMK - pIREERER T, R aE
NI B N T B AR B BT 5 Fe i LA i R 1 X
259ng/mL Th V) | LAIBIIHHEIZ /2> TRz
W, ARG H IR O8] Ak B I 5 2 CTre
W, [9.5 =]

9.5 147

IEh TR LTS aTREME D & B LehEic i3 e 5 L
N b, UK - R EERER (3~60mg/kg
Z i B EEINCE RN ) (28T, BE DR
T, TEE. BERBIRET R ORIEEE (O,
PR OB RS AT TE) OB S CTnd, Bllo
7B - iR EEMERER (0. 1~1mg/kg Z UMk 1 H
~EEERMICE T E) oW, iBEAEE Ok
. NIER VB ATE) OBINERE S TW5,
TR T Y TRV T AFIORREEIEMENFED S
7o [2.4, 9.4 /]

9.6 &ZELIF

R EOBFRER ONAREBOREMEELEZE L, %
FHLOMF TR IEZREFTT 52 &, & MERLAF~D
BATIIAHTH S,

9.7/hR

N kS & LT B R R BR 1355 G L T U Zeuy,

7RO - g MR Tle AT
BN LTINS Z END, HRATHE
PRI, ARG, )70k
EERWDUENRS D T2DERE LT,
WEALHARIC DUV TIE, KO RHEE [ 3E
WEheETT LV E AW v I 2L —v g
VORGSR, FEFERIITIEMED & 2 M
HERERL T 7 U Lt o N B EE E
TFRAE (15. 6ng/mL) AT 725 D
E. AFBEE% 108 (FRED 99%
FHEXEOLER) T, Z2zd 57z
W, Iz Eb 1 5 HORREE
BE REES% A AU E &L
77

L2 e, 7HFI20. 1~1mg/kg
BRTR&RE LR - JRIREMERER T
1%, HIEHAE (0. lmg/kg) THBIEE
TENFRD B, LR AMIZ 72> T
Wi BB RS < b A
WECEHARIIEZA & s Tl e n 2 & 2 fFe
L7,

U DORR - 7 R (3~

60mg/kg % #n B A BRI ¢ 5-)
IZBWTC, BEWORERD . FE.
EIRBIRSET R OWR IR TE (UhE. N
g M OVE A& Z7) OHINAN S ST
WHZ &, BIO TR - fR IR
BR (0. 1~1mg/kg Z1TWR 1 H~23BTE
BN R TR 128\ T, IR IRAE
(O3, WL OVEREETE) O H#
HEINTWEZE, ZRHITMA, 4T
PRI T, FARPIC R
7 U7 KA S, AFIORG
BEEIRIENTED b Z L&D T
I SR LT D ATEEME D & B Aok

T RITERE LT,

E FTOANBATIIAHTH D | 10
LEORBRERORARBEOA ML
L. RILOM UT P IR 2 RETT 5
VNS DT RRE LTz,

IR S b U T AR AR B T i L
TEOHT, MM L T Runz
WERTE LT,
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1.8.1.3.4 gI{EF
11. 8ER (B 5% EIRHL

1.1 EXLEIER

11. 1.1 REE

ARPNZE (0.2%) . BRJE EFH (8.4%) . IR < B
(1.0%) . ZMEMEANEE (0.5%) . MR
(0.5%) . MR EReSFL (0.4%) | AE- AR
(0.3%) . MAEIX<BE (0.04%) . MEMERAL
(0.06%) . MEAEEIE EROIX<EE (0.02%) 2355
NAZENH5, [8.3. 8.4, 9.1.1 BH]

11.1. 2 fxiZ2dr (0. 2%)

[9.1.2, 15.1.1 &M]

11.2 Z DO EI1EA

5%LL b | 1~5% A 1% it
IR | A | AR 58 i HNRE, AR,
(A7 | (16.0%) ABEE, ARG
iR Ao, FlEERE KRR, £
) fepsE, AR, FiE

Wi, miEO 7 L

T FERETSL, Ak R
W, FERAE, A

K. T LR — Pk
K, %O D ERIRE, AT
EEHAEK, 7 ROk
%K. BIEEE. P

2. B I, SURA
[N

IR e RS R ez N 1Y [N TSR R N
(& Uiz W, HDERMGHEIE, ST
R PRI, BHBEFSL, BEBE
) PRI, MERRZEME,
RRVEIE, AR MRAEE
N 1L ORI S
3 ERUE, MRS
e TR
R TESTERAL | TESTERALRITRRR, R4
(7% 3] FOALALDE, JESTEBALA
LNl PR, TESTEALECIR,

(A TESTEALAIE, TR
RLFAIE, RS AR
L ESTESALME, ST
B H ifn.

IR AR RO IR, IRFEE, IRE D
(£ & IRA | FEE, IR RFEK, IR
D PRI | e, AR MR
1) Hm IRAgm . IRBgge, IR

JAI DA e, AR PR
HIRIEE, 2R, 1727)
PR, AHUE, iR

PULSAR #U5% K OF PHOTON #5% (60
HETOT—H) IZBWT, AR
T 7 ULt b 2mg BEE CTRIVE
FORBURBUCEZITRD 5T (F
1.8-1) . RFOLEMETa 7 7 AV
X, 77 VULt b 2mg DEEEIO
e rTa 7 A nE—FLTH
oo ZD72, AAIOEIER & LT
LT D FHLRIIEAEGROT 7 Y L
7 b 2mg (40mg/mL) #UAK| L [F]— &
L. PULSAR 7B, PHOTON 7Bk M OV
7 Y~k 2mg T nAMD. RVO.
mCNV, DME., NVG Jz OFROP % %f51 3
i U 7= 55 AR ERER 12 3RBRET 14 38R
OPFEMATIZ L 0 . BITER ORELLE
EAEEH L (£1.8-2) ,
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11. 8ER (B R ERHL
JE. WLEIC X HIER.
BAET B ARE
AR
dL Z 9 FEIE, FLBE
PEER I AR o
P 5
i e DEEREE. R
IS
A
Ak L)
%%
WADR BRI PR, RPHE
4 RXT )T VT F = ol
n
D RHREL, S, Ky
th WEUE, SR
) [8.3&M]
1.8.1.3.5 BERE
13. 82&ks5 () SR TEARHL
13. 1 fE4R AFNOEGEFERER ClIim &R 5 0

ARRBRICB W C, —@HoIRE ERA#RE SR T
W5, BHERBEOBINCAEWVIREN B2 2 &0
»H5,

13.2 g

AR ZHE L,
EBEITO 2 &,

BT BTG BT Y L

[Z72Wnis, 77 ULt R 2mg O
BERARER I W, mER G-Iz D
—IRF R IRE EA G ST
D, WERGRHIZIIIREZHIE L,
HE PR LN E LY e L&
EATO MR H D120 E LT,

1.8.1.3.6 @BRALOEE

14 BRALEDIE ()

RERA

14.1 EZFIRERIDFE

14. 1.1 RFNX, EHRNCEERICRET Z L, FRICHE
U7~ 24 BRI A BB A 2 WK S I+ 5 2 &,
14.1.2 BHIC X DFEREATVN, SRR -, 1R1E
ITEEPRD LN DA, BerlJHEENPRD 51
DA%, BRENRODONIGAIIIEH Lanz
&,

14.1. 3 B TR IR E SN2 & 555
B FHIREIN OGS IZIEEA LinZ &,

BHRIO— R EFEEFEE LT
E L7,
BHRIO— R EEFEEE LT
E LT,

BHRTO—RAREEFELE LK
E L7,
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14 BRAEDIE (F) X ERHL

M1 4 EFLWEEORFITHLZ L Z23,4 T ILD TN
IVCHERT D Z &,

14.2 ZRRSHDIE
14. 2.1 KRNI BN OB 595 Z &,

14.2.230 7=V OIRF RS2 A2 Z &,

14.2.31 A 7uix 1R (FHIR) OHZOERET D2

77 UL 7 ME RN
TR D IRE (40mg/mL) DHEIAF|
HDHT-OEEME LT,

B EREERRE SN TWD T2 O E
L7,
AFN DR AR EEL 30 77—

DOIRBLHEZFEH T2 0N 5 72
DIRE LT,

AR NEZRET D720, 134

Lo T 1E (FIR) OHOfER &5
HZEERFEME LT,
1.8.1.3.7 FTOHDIE

15. ZDMDEE

(%)

RERA

16, 1 BREREE A £ D < 1R

15. 1.1 RFIPE I KV, 2850 VEGF [REICERT 2
TR AR ZE R | BT D A (OAEZE, iNZe
i MAFSEEE) SRBLT D ATREMER H 5, B AN
BT B AR MR & S BRI B &S 7= [E B AL R 45 T AR
AR BT D ERIMAR FEAR BE S O R R T, A
%l 8mg - HRET 0. 4% (673 ff 3 ) Th o7, KE
PRI BBV B R 2 et B T I S - RS L RIS 1/
MARFRBR (235 1) 2 Bk A ZE42 BB FH R O IR
1%, AFH| Smg Fe 5-HET 4.5% (491 iR 22 ) T -
77 [9.1.2, 11.1.2 B8]

15, 1.2 KA GAZ L0 . 317 7 U~ 7 Mk g
WIDHZEndbD,

15. 1. 3 ARFKIHI & ~)LT RV T ¢ 2 K B IR0
FIEOGFAZ i LRI EE S TR 5T, A
K& ~T R N7 ¢ v E P LTEGE OFIER DY
ZEEVENARF PRI LR TERL TV D & OfERIT
BH TV,

PULSAR 7 M T PHOTON 7Bk o A<Fl|
BRI 1T D BRI AR ZERRIE D FEBLR
T HEASNTEHRTE L,

PULSAR 5&5& K O° PHOTON 3R T 48
HEIZB T 2 AFEEOHTT 7 U~ v
Y 7 MUK D A OEIA1L.

3.8% (20/533 f) | 1.2% (5/404

i) ThHoT-, AKROLEMET v~
7 A JZKTT 5 ADA BRSO &
IRVAS: 7 I NSV (WA Y b/ N 4
b ORBRAEIC SV TRIE LT,
BRI B W T~ LT RV T 4
\Z K DI EE L O PE MR
ESNDH, OFHRIEICEE S b MEt
134T > TWR W= DT E M L7,
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15. ZDHDEE (F)

SR ERHL

15. 2 JERGRRERERIZE D < 1%k

oz 4 BT 8 » A M RN KE 5% O
SRHEALRR ORIV T 2 O dmg/ IR 5-EED
EREIEE (BRI | R2) IZRREE 2R OND A U TR
oORTEMNBIER SN, IRERIC K 0 [EET S ]
WEEETH -T2, 0. 5mg/IRFE GHEZ L R%4HT R ITRE
oY, YgAE (EEER) BT 5 miEdilE
BERLT 7 ) L& 7 F OB I, BRR CHIRICAK
%l 8mg % 3 [AIFH RN ER 5 L= & & ®D Cmax KON
AUC HEETE D Z A Z4U 5. 2 {5 KON 3. 3 15, WHRICAHA
8mg % 3 [BIAE AN IEREG- L2 & & D Cmax LN
AUC HEETE D ZH 24 2. 3 5 KON 1. 4 {12/ L7=,

T 4 BT 8 » A RIRE IR
W R 5 U 7 1% O Jp AR 7R
BT, 2 KO Amg/BRH 5-Ff T SR

(I Ip BFR2) ITIREE 72T A
IXEB & R T BN bz,
Z O RIXRIEEE L TR H o 72
23, IRBPTLAN TR LTS Z
Enn, FERRRBR TRO SN
e LR LT,
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F1.8-1: BHEMBREMEZHBREZXNRICER SN -ERHEEEMHEGER (G5 20968
(PULSAR FHER) ] . MRFEMFEZH T ABEEZHRICER SN ERARE L/
MAAEER (XBR 21091 (PHOTON ZER) ] I[CHUL\THESh=EIER (N=1667. 60:EE

EFTOT—4)
nAMD (GXE#20968) DME (iABr21091)

RITEH4  (MedDRA version 2q8gh AR 2q8HHE RFIRE
25.0) N=336 (100%) | N=673 (100%) | N=167 (100%) | N=491 (100%)
RIVEFH O F8 BUFIEL (%) 51 ( 15.2%) 96 ( 14.3%) |17 ( 102%) |57 ( 11.6%)
Lol 1 ( 0.3%) 1 ( 0.1%) 0 0

SRR A S 1 ( 03%) 0 0 0

INEES 0 1 ( 0.1%) 0 0
IR pis 28 ( 8.3%) 72 (10.7%) |12 ( 72%) |47 ( 9.6%)

SNt o B 22 1 1 ( 03%) 2 ( 03%) 0 0

—iEa RN 0 1 ( 0.1%) 0 0

PAZERE A ok N 0 1 ( 0.1%) 0 0

— iR 0 1 ( 0.1%) 0 0

B 1 ( 0.3%) 2 ( 0.3%) 0 0

Btk BN R 0 1 ( 0.1%) 0 0

F M i 4 ( 12%) 9 ( 1.3%) 6 ( 3.6%) |15 ( 3.1%)

e BRI 0 1 ( 0.1%) 0 0

A AE I 0 1 ( 0.1%) 0 0

APEOD A 0 2 ( 0.3%) 0 0

AL F s 0 1 ( 0.1%) 0 0

RS 0 1 ( 0.1%) 0 0

AR A% 0 4 ( 0.6%) 1 ( 0.6%) 3 ( 0.6%)

R 3 ( 0.9%) 5( 0.7%) 1 ( 0.6%) 8 ( 1.6%)

iR 5 FESE 0 1 ( 0.1%) 0 0

AR o> FL & 0 1 ( 0.1%) 0 1 ( 02%)

kP 0 1 ( 0.1%) 0 0

B BRI R 1 ( 03%) 1 ( 0.1%) 0 0

IR 2% 0 0 0 1 ( 02%)

14 5 0 0 0 1 ( 02%)

D IREEN 0 0 0 1 ( 02%)

TR 1 ( 0.3%) 0 0 0

THEE 0 1 ( 0.1%) 0 0

IEAE 1 ( 0.3%) 0 0 0

BT I 0 s S R 0 2 ( 03%) 0 0

NRFERAS P 1 ( 0.3%) 2 ( 0.3%) 1 ( 0.6%) 2 ( 0.4%)

AR 72 ifn. 1 ( 0.3%) 0 0 0

e AR SiE 1 ( 03%) 5( 0.7%) 0 1 ( 02%)

FF¥aT—h—7 = AFEHE 0 1 ( 0.1%) 0 0

AR 7 J8 P v R 0 1 ( 0.1%) 0 0

JEAIE 1 ( 0.3%) 0 0 0

SR AR 0 1 ( 0.1%) 0 1 ( 0.2%)

Ll U RESE S 0 0 0 1 ( 02%)

MRS RS 0 0 1 ( 0.6%) 0

R H afn. 0 2 ( 0.3%) 0 0




1.8.1 IRfHCE () o

ABEARBL

Bayer Yakuhin, Ltd.

Page 16 of 24

nAMD (F5#20968)

DME (F#21091)

AIfEM4: (MedDRA version 2q8ght AHIRE 2q8HE RFIRE
25.0) N=336 (100%) | N=673 (100%) | N=167 (100%) | N=491 (100%)
AN N i A i 0 1 ( 0.1%) 0 0
Ha e 55 1R S fL 1 ( 0.3%) 5( 0.7%) 0 0
HENGL i, 72 i 5 0 0 0 2 ( 0.4%)
S L A R ) i 0 1 ( 0.1%) 0 0
HENG T eI 0 1 ( 0.1%) 0 0
MR TR 1 ( 0.3%) 1 ( 0.1%) 0 0
ARG e R 1 ( 03%) 0 0 0
BRI R 0 1 ( 0.1%) 0 0
F 2 ( 0.6%) 0 1 ( 0.6%) 2 ( 0.4%)
FIVET 0 4 ( 0.6%) 0 0
el 0 0 0 2 ( 0.4%)
(ERRES LR 1 ( 0.3%) 0 0 0
AR 1 ( 03%) 0 0 0
fil - A B 2 ( 0.6%) 4 ( 0.6%) 1 ( 0.6%) 2 ( 0.4%)
T FIRTE ) 8 ( 2.4%) 8 ( 1.2%) 1 ( 0.6%) 8 ( 1.6%)
Bl -4 H . 1 ( 03%) 1 ( 0.1%) 0 2 ( 0.4%)
Tl AR 0 1 ( 0.1%) 1 ( 0.6%) 0
RS 0 1 ( 0.1%) 0 1 ( 02%)
AR EK 78 0 2 ( 0.3%) 0 0
Bl 0 0 0 1 ( 02%)
CITIN 0 0 0 1 ( 02%)
Mg - 0 0 0 1 ( 02%)
— % - BHEEFEL LRGN | 9 (1 2.7%) 13 (1 1.9%) 0 3 ( 0.6%)
DIRRE
Hlii 0 1 ( 0.1%) 0 0
[ 0 1 ( 0.1%) 0 0
S H . 0 2 ( 0.3%) 0 0
TS BT IR 0 0 0 1 ( 02%)
HESEA A R 3 ( 0.9%) 4 ( 0.6%) 0 2 ( 0.4%)
KN 0 1 ( 0.1%) 0 0
FRE 6 ( 1.8%) 5( 0.7%) 0 0
T R E 0 1 ( 0.1%) 0 0
IUETLIILF— 0 1 ( 0.1%) 0 0
JEYWIE B K OV AR HhUE 2 ( 0.6%) 1 ( 0.1%) 0 0
Al 0 1 ( 0.1%) 0 0
RPN 2 2 ( 0.6%) 0 0 0
G, PR L OE S JHE 3 (0.9%) 5 ( 0.7%) 1 ( 0.6%) 3 ( 0.6%)
A I 3 ( 0.9%) 2 ( 0.3%) 1 ( 0.6%) 2 ( 0.4%)
AR NS A OFE 0 2 ( 0.3%) 0 1 ( 02%)
B2 [ 245 0 1 ( 0.1%) 0 0
PR 7 ( 2.1%) 12 ( 1.8%) 5 ( 3.0%) 7 ( 1.4%)
ARERT 0 0 1 ( 0.6%) 0
IRIE |5 7 ( 2.1%) 11 ( 1.6%) 4 ( 2.4%) 7 ( 1.4%)
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nAMD (F5#20968)

DME (F#21091)

AIfEM4: (MedDRA version 2q8ght AHIRE 2q8HE RFIRE
25.0) N=336 (100%) | N=673 (100%) | N=167 (100%) | N=491 (100%)
JRPEA/ 7 VT F =k 1 ( 0.3%) 0 0 0
Hn
RAOmERE 0 1 ( 0.1%) 0 0
PR R IR E 2 ( 0.6%) 4 ( 0.6%) 0 3 ( 0.6%)
I 1. 0 1 ( 0.1%) 0 0
i 1. A 2 (0.6%) 0 0 0
SES AN PR 0 1 ( 0.1%) 0 0
GV 0 2 ( 0.3%) 0 2 ( 0.4%)
7 7 % 0 0 0 1 ( 0.2%)
= XA 0 1 ( 0.1%) 0 0
BB L ORI RESE 0 1 ( 0.1%) 0 0
B HER 0 1 ( 0.1%) 0 0
MR, HERES K OMRERm i 0 1 ( 0.1%) 0 0
Jiti ZE A i 0 1 ( 0.1%) 0 0
FETE 3 X O PRk b 1 ( 03%) 0 0 0
SR 1 ( 0.3%) 0 0 0
SR K ORI E 0 1 ( 0.1%) 0 0
A 7 2 A 4 0 1 ( 0.1%) 0 0
178 P 55 1 ( 0.3%) 2 ( 0.3%) 0 0
5 I 1 ( 0.3%) 2 ( 03%) 0 0

#1.8-2: XERUVT77UNLtT b 2ng TEREL-FEMARR 14 HBRTRRELBERO—

=
(EEAELBARANEREDLE)  (N=4957)
RIVER4 2AE 2 HHEARAN
MedDRA version 25.0 N=4957 (100%) N=570 (100%)
BIEH D #FEHLHEIEU(%) 1625 ( 32.8%) 127 ( 22.3%)
Dol 7 ( 0.1%) 3 ( 0.5%)
S RS A 1 ( <0.1%)
SN L 2 ( <0.1%) 1 ( 0.2%)
e IR PR DR AR 1 ( <0.1%) 1 ( 02%)
INREES 2 ( <0.1%)
DA R I 1 ( <0.1%) 1 ( 0.2%)
Hi L ORKEE 3 ((<0.1%) 1 ( 02%)
B 1 ( <0.1%) 1 ( 0.2%)
ELRETIEIR 2 ( <0.1%)
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MedDRA version 25.0 N=4957 (100%) N=570 (100%)
ARpE 1390 ( 28.0%) 98 ( 17.2%)
AR D 5 & 5 ( 0.1%) 1 ( 02%)
NN EEBEZ 3 ( <0.1%)
—iEMERNE 1 ( <0.1%)
PAZE R A kN R 2 ( <0.1%) 1 ( 0.2%)
Al 55 AR A 7 ( 0.1%)
HiEOZ LT 6 ( 0.1%)
Hil 7 DRIE 1 ( <0.1%)
AR g 2% 5( 0.1%)
AR e A 1 (<0.1%)
KW 1 ( <0.1%)
— P 3 (<0.1%)
LN ERY 1 ( <0.1%)
ElaliS 22 ( 0.4%) 1 ( 0.2%)
BB N R 2 ( <0.1%)
B R N FED 5 ( 0.1%)
FEFHANFED 7 ( 0.1%)
iRER =2 L AT v — LILAEIE 1 ( <0.1%)
EHE 1 ( <0.1%)
FERRTFE i 1 ( <0.1%)
s M 008 A 1 ( <0.1%)
A i, 791 ( 16.0%) 61 ( 10.7%)
At IR 1. 28 ( 0.6%) 1 ( 0.2%)
e N P 9 ( 0.2%)
it M v 7 ( 0.1%)
s Myt 1. 1 ( <0.1%)
7 L VX —PERE RS 4 ( <0.1%)
gV BE T kL AR 1 ( <0.1%)
AR 1 ( <0.1%)
£ R 6 ( 0.1%)
A EERIE 14 ( 0.3%) 1 ( 02%)
ABFERH A 23 ( 0.5%) 2 ( 0.4%)
A4 I 1 ( <0.1%)
AR 1 ( <0.1%)
£ T 16 ( 0.3%) 1 ( 0.2%)
4 IR 1 ( <0.1%)
MEEfasR b R B 1 ( <0.1%)
TR T P e R e 1 ( <0.1%)
L 1 (<0.1%)
sHEMENN R B8 28 1 2 ( <0.1%)
RIA4T74 12 ( 0.2%)
B3GR 1 ( <0.1%)
IR g2 1 ( <0.1%)
AENE | 5 4 ( <0.1%)
R i, 1 ( <0.1%)
RS 1 (<0.1%)
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MedDRA version 25.0 N=4957 (100%) N=570 (100%)
RAE 13 ( 0.3%)

R D e 3 ((<0.1%) 1 ( 02%)
MR 97 ( 2.0%) 1 ( 0.2%)
AR 267 ( 5.4%) 11 ( 1.9%)
ARE 5 FEiE 18 ( 0.4%) 1 ( 0.2%)
iS5 10 ( 0.2%)

AR M i, 1 (<0.1%)

A B il 2 ( <0.1%)

AR Bl S 8 ( 0.2%)

MR i v i 6 ( 0.1%)

IR i 7 ( 0.1%)

IR g e o o 1 ( <0.1%)

AR Z © FEIE 1 ( <0.1%)

R oD S 47 & 85 ( 1.7%) 1 ( 0.2%)
TR FE 3 ( <0.1%)

W BRI R 6 ( 0.1%)

I 40 B 1 ( <0.1%)

AR 2% 2 ( <0.1%)

AL EILED 1 ( <0.1%)

£ A% 5( 0.1%) 1 ( 0.2%)
£ IEE 3 ( <0.1%)

g . 1 ( <0.1%)

VIR 74 ( 1.5%) 1 ( 02%)
K B A TR 3 ( <0.1%)

PR 13 ( 0.3%) 1 ( 02%)
PEERAMENE 4 ( <0.1%)

B AL 5( 0.1%) 1 ( 02%)
SHEERE I 1 ( <0.1%)

Ene 5 ( 0.1%)

HEEA M FL 1 (<0.1%)

HBEEAE 2 ( <0.1%)

SRELE 2 ( <0.1%)

ZRUE 6 ( 0.1%)

AR i A N BB A 6 ( 0.1%)

NRFER A Pk 38 ( 0.8%) 1 ( 02%)
AR 7 1. 86 ( 1.7%) 2 (0.4%)
e AR JESE 25 ( 0.5%) 2 ( 0.4%)
F¥aF—Hh—7x AR 1 ( <0.1%)

TR M 1 ( <0.1%)

P AR LA HH i 1 ( <0.1%)

PR LS 2 b 3 ( <0.1%)

AR 75 )] PRV I 2 ( <0.1%)

AR 75 )5 P 6 ( 0.1%)

AR )= PR AR 1 ( <0.1%)

720 17 ( 0.3%)

JEARIE 4 ( <0.1%)
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BIlVE 4 AL S BHAAN
MedDRA version 25.0 N=4957 (100%) N=570 (100%)
% FEE IR 3 (<0.1%)
SR A R A 38 ( 0.8%) 16 ( 2.8%)
X U RESE S 3 (<0.1%)
M ER IS 1 ( <0.1%) 1 ( 02%)
A2 P 4 ( <0.1%) 2 ( 0.4%)
LRSS IES 2 ( <0.1%)
NS B 2 (<0.1%)
HENEZ H ) 1 ( <0.1%) 1 ( 0.2%)
HEEE HH fn. 25 ( 0.5%) 4 (1 0.7%)
AR 1B 1 ( <0.1%)
L e 2 ( <0.1%)
LS & 20 ( 0.4%) 1 ( 0.2%)
M EROE 2 ( <0.1%)
HEREEERLAL 3 ( <0.1%)
AN I i 6 ( 0.1%)
HENE 53 BIEE 3 (<0.1%) 1 ( 0.2%)
SR LU e 1 ( <0.1%)
SR ifn. 1 ( <0.1%)
R A N 1 ( <0.1%)
HENEE T R HERE 4 ( <0.1%)
HENE T & 4 ( <0.1%)
ESCIVIRGES 1 ( <0.1%)
IRIB AR 20 ( 0.4%)
RS AR 1 ( <0.1%)
TR ME AR 2 ( <0.1%)
S ESEK 2 ( <0.1%)
Fith 46 ( 0.9%) 1 ( 02%)
KT 26 ( 0.5%) 1 ( 0.2%)
FEF K8 2 ( <0.1%)
B EE 20 ( 0.4%) 1 ( 0.2%)
Bl A A 10 ( 0.2%)
T A IR 2 5 | E B A 1 ( <0.1%)
i IR ZEE 2 ( <0.1%)
Bl 1A 41 49 ( 1.0%) 1 ( 02%)
RS 1 ( <0.1%)
il - IRTZEY 146 ( 2.9%) 4 ( 0.7%)
Al -4 HH i, 16 ( 0.3%) 1 ( 0.2%)
HFIAESA X 2 ( <0.1%)
IR 12 ( 0.2%) 2 ( 0.4%)
IR R 3 (<0.1%)
AR Bk iz e 2 ( <0.1%)

B E 5 ( 0.1%)
T 1 (<0.1%)
H Nz 1 ( <0.1%)
G 3 (<0.1%)
I - 1 (<0.1%)




1.8.1 WfMICE () O TEMRML

Bayer Yakuhin, Ltd. Page 21 of 24

BIlVE 4 AL S BHAAN
MedDRA version 25.0 N=4957 (100%) N=570 (100%)

—i% - £2HEER LGB ORE 184 ( 3.7%) 5 ( 0.9%)
R U 1 ( <0.1%)

FAi 1 ( <0.1%)
J¥99m 1 ( <0.1%)
AP 2 ( <0.1%)
Eiliita 1 ( <0.1%)
57 2 ( <0.1%)
TR E 1 ( <0.1%)
TSI 53 W 1 ( <0.1%)
B AR 4 ( <0.1%)
TS i 2 (<0.1%)
TS BB RLBE 4 ( <0.1%)
VRS EBAL I fE 2 ( <0.1%)
TS EBAZ H i 47 ( 0.9%)
TS EBAL R IE 2 ( <0.1%)
ST EAAR S 2 ( <0.1%)
TR R AT 13 ( 0.3%)
TS T 2 (<0.1%)
e S RAZST] 98 ( 2.0%) 5 ( 0.9%)
FEHBALZ D FERE 1 ( <0.1%)
TESTEBALBS 1 ( <0.1%)
TS EBALIENR 2 ( <0.1%)
ISRk 1 ( <0.1%)
T 2 ( <0.1%)
FR% 11 ( 0.2%)

I REE 6 ( 0.1%)
FE R EUE 5( 0.1%)
AUERT LT — 1 ( <0.1%)

JEYWIE R K OV thUE 23 ( 0.5%) 1 ( 0.2%)
% 10 ( 0.2%) 1 ( 02%)
[ e B L 1 ( <0.1%)

RPN 2% 10 ( 0.2%)
RS 1 ( <0.1%)
L MHERZR 2 (<0.1%)
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MedDRA version 25.0 N=4957 (100%) N=570 (100%)
BE, hER IO EAGHE 64 ( 1.3%) 2 ( 0.4%)
SMEE BN BE 1 ( <0.1%)
£ 5 38 ( 0.8%) 1 ( 0.2%)
AR5 1 ( <0.1%)
RPN 2 1 ( <0.1%)
A5 H i, 2 ((<0.1%) 1 ( 0.2%)
IR & DHE 3 (<0.1%)
ARALE A DHIE 1 ( <0.1%)
G 3 ( <0.1%)
AR )] P of. 1 ( <0.1%)
FripetE A s B RER 1 ( <0.1%)
R 1% AN PRI 1 ( <0.1%)
R A% ifn i 1 ( <0.1%)
LI A% H . 1 ( <0.1%)
JLEZ X DR 9 ( 0.2%)
baES 1 ( <0.1%)
FroN—r 1 ( <0.1%)
R AR A 187 ( 3.8%) 15 ( 2.6%)
7 V=8 3 ( <0.1%)
M U o AN 1 ( <0.1%)
JiiiNE e = 2 ( <0.1%)
N $5 of.  E - 3 ( <0.1%)
AP ERECE N 1 ( <0.1%)
SR T R bk 1 ( <0.1%) ( 0.2%)
IREAR T 2 ( <0.1%) 2 ( 0.4%)
IR 5 170 ( 3.4%) 11 ( 1.9%)
PR R B B 1 ( <0.1%)
feR=> 180 1 ( <0.1%) 1 ( 0.2%)
PRIE; (M Bo 1 ( <0.1%) 1 ( 02%)
PRI N ARG 1 ( <0.1%)
JRPEH/ 7 L7 F= 3 ( <0.1%)
I kA B 1 ( <0.1%)
Riitd L O R EE 1 ( <0.1%)
HEMRZ 1 ( <0.1%)
B R B K O Ak b 2 ( <0.1%)
0L 1 ( <0.1%)
i At 1 ( <0.1%)
Bk, Bl UM OB AY (i 1 ( <0.1%)
BLORY —T%5Tr)
IR i L B e 1 ( <0.1%)
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BIlVE 4 AL S BHAAN
MedDRA version 25.0 N=4957 (100%) N=570 (100%)

PR RIEE 26 ( 0.5%) 2 ( 0.4%)
b4 i . 1 ( <0.1%)

I L 8 1 6 ( 0.1%)
FEMED 1 ( <0.1%)
AR 2 ( <0.1%)
SHEBAN TR 1 ( <0.1%)
G 10 ( 0.2%) 2 ( 0.4%)
AR 1 ( <0.1%)
Jo LA i 2 R 2 ( <0.1%)
7 7 JHEEY 2 ( <0.1%)
AR 2 ( <0.1%)
— IR L FEAEY 1 ( <0.1%)
= AR 1 ( <0.1%)

FthEE 4 ( <0.1%)
fE R 2 ( <0.1%)
AHRYE 1 ( <0.1%)
RS 1 ( <0.1%)

BB L OREEE 7 ( 0.1%) 5 ( 0.9%)
B PRI M B 1 ( <0.1%) 1 ( 02%)
=P 4 ( <0.1%) 3 ( 0.5%)
B 2 ( <0.1%) 1 ( 0.2%)
e bR 1 (<0.1%) 1 ( 02%)

REL 2R, BERE K OMiEhRksE 9 ( 0.2%) 2 ( 0.4%)
7 LV X — PRk 1 (<0.1%)

i S5 1 ( <0.1%) 1 ( 0.2%)
I K 1 ( <0.1%)
S i 2 ( <0.1%) 1 ( 0.2%)
Jiti ZE AR i 1 ( <0.1%)
i 1 ( <0.1%)
SR 3 ( <0.1%)
Mt NS 1 ( <0.1%)
G 8 KOV TRk 11 ( 0.2%)
K 1 ( <0.1%)
HLBE 2 ( <0.1%)
EER A LIE 1 ( <0.1%)
BRIAEEE 1 ( <0.1%)
Z O FEIE 4 ( <0.1%)
T LR —MEE S FEE 1 (<0.1%)
W% 1 (<0.1%)
B 2S 1 ( <0.1%)

S BB L OWEHLE 9 ( 0.2%) 1 ( 0.2%)

AR PN S 8 ( 0.2%) 1 ( 0.2%)

IS 0 91 22 < 1 ( <0.1%)
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RIVERI4 AL 2 HLHARAN
MedDRA version 25.0 N=4957 (100%) N=570 (100%)
A PR 18 ( 0.4%) 7 ( 1.2%)
i I 17 ( 0.3%) 6 ( 1.1%)
RAHENIRPAZEMEAR R 1 ( <0.1%) 1 ( 02%)

D TamkEE . TEREAANE] . AR . T8ETEANE . DRERRE] 270—7fkL, 256 M
HFE L ORRBEENGETE 2VAEFER (B8 & ORRBEREIMDORY) | 2 BMEEARE] oF

G4 T, TRETHEOREBMRIITETE 20MEHRE L OREBERIITETCERWEEFR 2 TAN
fE) OFHLTE LD TER L, EXREWEH & ZOMOEWERICZENENTTHE LT,
WIUILL T &8
SN HEL ix ) 0 )
S —— e | P | e | peow | geramm | SE T g
AAEH 15 1 2 4 3 3 27
(4, 957 i) (0. 3%) (€0. 1%) (€0. 1%) (0. 1%) (0. 1%) (0. 1%) (0.5%)
E‘J 137
PHERERPSI AAA 1 0 0 0 0 0 !
(570 i) (0. 2%) (0. 2%)
AAE] 7 0 0 1 4 0 10
- (4, 957 f5i)) (0. 1%) (0. 1%) (0. 1%) (0.2%)
h AARAN 0 0 0 0 0 0 0
(570 151

2) [BEBIZEME] - ARANOBEISFED H B, nAMD DR (BlebEee) & Lz,

3) L EE G, IRWIEH] « TR LoEE] ORIOE TR LT,

4) DM E R IE, R ZER . Z 7 38, @M A IE] 2 % & o C [Nz o4 THER L
(0.2% (11 %1/4,957 %) ) | ERZAREWEMIZFESR L7,

5) [FEHRY] « IRMSCEOZOMOBIWER T, T & iafk.
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1.9 — AR TRICRANE
BEAGR CTD*& HR

*F ) — T TR A 40 me/mL
TRERNE LS FIRAR T 2B A5 2 FF 5 N 2 B Zs
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1.10 BE - BRFOREEREHOF LS [HT

b4 - B4 77 VLT ML, BE R R AR S X TH Y 1~102 F B
Lt MAEWNESEIER AR 1 OF 2 1g RAA L 105~205 FHIZE k
MAE PR IEFER 2 RIE 2 DF 3 1g RAA v, £72220~432 FHIZE b
1g6l D Fc RAAL U 7eb, 77Vt NI, Ty =—A LR
2 —PRBAIC LV EEA SN D, T ULt ME, 432 73 BRI
DbV T =y N2 TR INONES LV RTE (K
115,000) Th 5,

—
LECES TI2YRLET DT I/ BERIRVSRILT 4 FiES

N36, N68, N123, N196, N282 : FEEHFES ; K432 : ¥ mt v o
C211-C211, C214-C214 : T 2=y "I AL T ¢ RS




1.10 B3 « BEREDRERBEROE L O

Bayer Yakuhin, Ltd. Page 2
e
e FIURNILET FOELEEOHEREE

ZhRE - DR th R T HRAS BRI AR I 2 £ O INiin s BEZE 1
ARG R PAZEAE N A B BE T I
TR F 1T 2 RSB A i

Wl R IP 3 B e

M T A Ak P B

A AR AR
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ML - &

WE. 2y A28 1l WA ERERET 5, 2k ERICE Y &G
HEHAHET 508, 1 2 AULESITFLHZ &,

HERTEGT 5, BERRIE, 1y AU EH T HZ L,

[HONE TR IR A2 S & £ 5 Inis s B 1 ]
77V b GRIGAAZ) L T2mg (0.05mL) =15 HZ &1
Bl e 3 [ CEAM) M ANEST 5, FO%OMERFIZB W T,

A ER AR PA ZEAE IS A 5 SRBETRIE, JRAIITRLIC 35 1T B WRASISSHT A= i
77V GBS Z) ELT1EIBZD 2mg (0.05mL) Z Al

CBE R 9 BB e ]

77Vt N (BB Z) &L T2mg (0.05mL) 214 HZkIT1
[al, i 5 BT ARNEET 5, Fof%ki, BmE, 25 H 2L E, /T
HBAEET 5, ok, ERICLY BEMBEEZEEREG 228, 15 AU ED
FAHZ L,

(1L 45 8 A= ek P B ]

77T b GBI Z) & LT1E, 2mg (0.05mL) ZREF1AN
BHT D, o, LEREAIIHERETEL8, 1 53 AU LEOREEZ BT S
L,

[ A2 R HE |

77V GBS Z) & LT1E, 0.4mg (0.01ml) ZAET-1AK
W& 5T 5, 2B, RERGAEIIFERS TS0, 1 » AU LoOMEEZ &I
HZ L,

IS - e

B D IR E JEAS B
A - Ak BLi . BIEK AEE IR,
4 &Y JFUR . 77 )bt 7 N GRS TR )

A

A T VL

R 7e 44 TA U —T RN ESHK 40mg/mL

BRIy 1 [Ho#5E (0.05mL XiX 0.01mL)
77UV N GEIE#EZ) 2mg XUE 0. 4 me
1547w (0.278mL) Hr,
77V N GBIE L) 11, 12mg

X LA

HR5E44 TA V=T AENES A > - 40mg/mL

BN ST 1 BloF5-& (0.05mL) .
77T N GRIE B Z) 2mg
13U (0.165mL) H,
77V N GEEBEHELZ) 6. 6mg
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vk
B OESEH & (mg/kg) s N e FRARN
7v b o - - - 2500
% - - >500
[isYid
R 5HI e BehE M ERATA
R ey
=7 138 ¥ 0.05, 0.5  0.05 LA L : IRO—EPEDBRE
AHN Qm/4aE) KN 0. 25, St (A AAE & O T4 o
0.5 BREEHINSE) <k & T
(mg/eye) BE DB
H=r 1338 Wy 1, 2 4 1 1 PL ko RO —i@ME % E A E
A ¥ (E/ ®N (mg/eye) (R AR I K OV 1 (A HE e oD g
438 ) FEMINGE) e & e
@ o g 2mg/eye O 1 | THL VEGF Trap i
e PPl OMR O TR 0D S
BE ~DRHE L
H=7 438 KF 1.5, 5, <1.5 LB5LLE: RfEkE, ~~ b7
AW (31[al/3) 15 Uy NEOANEZ B E DR
(mg/kg) . gk CRERIE A Yo A
FEEHN) KOWIE RO
N ZeRa g i) DRARR IS
1t
S5LULE : KERE (REREE) K
OWPE (RREATRRE - BRI
Jien « FEEAMI OJD) DFFEE
24k
H=2 13# KF 1.5, 5, <1.5  LOHLLE: RMEE, ~~v h7
A (2E/E) 15, 30 Uy REONET 1 E O
(mg/kg) . g CRERIR A Yo X A

SEE) |« BIE CRORA I
ZENAT IR D) . KBRE (kiR
P w) MOUREL (RREAIRlE -
FEDRZIBSHIAG - ZEMEEHI AR 0D J8ir))
DR FAIZAL

15 LL b fRE D ST R
Ao RS ()
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HarE ()

s
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el
RIS

E7RETR
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AV

438
(1 [a]/38)

R
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30
(mg/kg)

2V b RIMERE, ~~ k27U >
FROANEZ 1 B, B
N GRERMR A 3 0 L BT
m oL R GRS IRZE
A R OVKBEE (R R
) ORERFNE L

10 LIk« M7z A AED . BUN
N, R7-A BN, DRE (E
RIEMAE - ZEMAmIE DKL) @
RO

=7
A ¥

1334
(1 [al/38)

R
W

3, 10,
30
(mg/kg)

<3

SLLE ML, AREEH, JRif
B, ~~ 27Uy bEROANTE
Jua O, Bk CRERIER
Ay AEEE) | R
(CRR R 22 fa e i) |

B (REAREE) | IPE (R
IO - EIRDOWK) | i
lggao e (M2 DRk
HZEA b

10 Lk FREREE, REEO
IREEH NS OE T, B AT 2
Do RIEAMA 7T VTR

UHIM, JREL (RN - e
IR DY) ORRRFZEAL

5111

B
i3

Pelifit

=
fEn &

EXvASINT)

8#» A
(1 [81/4 3#)

fid -+
(LN

0.5, 2,
4
(mg/eye)

0.5 LLE : IRo>—38 M DI BE I e
(BT A A K OVRE 1~ A HE e oD R
HEINA) —Fik & pwrEd
20 SRR EREOUNS A
e

6 %A

(15 W £ Tl
1B/, ZD
%o 12 Wi
1 [8]/2 38)

il
@]

3, 10,
30
(mg/kg)

<3

SLLE : RERD, MWL - B
B ., RIMERE, ~~ 2
Uy REONEZ 1 e O,
T4 7N =B, C-ROs
7= A EEN, MiRAELF T A —
2N (2L ATFa—, vy
GTP. ALT, AST. ALP) . JR7=A
B I7a7 73 uomhn, &
e« 3 (rlE S A O i -
WM, RIE, EREOEME - BHAE,
M%) | HE (FiRE s E
&) | BE (BmiksEiEE
) . B CRERIRA X7 4
FEEHNEE) | R GRORA R
ZERIE R A) o IR (IR
e o BERIREAMAE - SRR AT O K
DYy L e (NI - R OZEE)
LM
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[rfCa s T RS ST A 1 78 A 1 5 DN S5 B 28 14 ]

[E] N AN C 3N S AU 7o e 2 b — BB S TUAH (= PR JE (R R RSB (VIEW 13K
BRI ONVIEW 2 3BR) DDA REHTRS SR

[RIVER* : 5%LL EAFRRm (24EH) o BRRAEERT 5% LxRx (1
FEHOEER AN E T) ]

*IRBREOUTER Tk & OREMEN H 5 HEFL

BIVE 5 3R 896/1824=49. 1% il PR A i S

BRI O R pg cem) iR o B GEEE)

TR i 480 ] (26. 3%) i7" Ko g 411/1465 (28. 1%)

HRIm 158 {31l (8.7%) BT/ VTF= b 79/554 {4 (14. 3%)
I ERE 146/1628 {4 (19.0%)
BUN 136/1671 {4 (8.1%)
A L ER S 102/1660 (6. 1%)
ALT 90/1646 il ( 5.5%)
SRR L BR A 90/1635 4] ( 5.5%)
Mz vrF=r 92/1674 #i| ( 5.5%)
FhU YL 85/1674 ( 5.1%)

RN OFHAT, RN S 2R LI REH ~— 2
T A 2 CHYEE LIRLUT O#RE R (0) 2R,

kI g oeR
~NEZBEY 70/796 {4 (8.8%)
HAEREL 145/1661 44 (8.7%)
AR 124/1660 {5 ( 7.5%)
SRR ERA~E 7 m e 113/1642 {4 ( 6.9%)
~~v k7 YUy b 111/1658 {5 ( 6.7%)
77— 98/1553 | ( 6.3%)
U RS 102/1659 {4 ( 6.1%)
M~ Kok 93/1723 fi| (5.4%)

FRORBLRIT, BRRA R 2R LI/ ~—2
T A CHEYEE T IR _EOWERE S (%) Z2Rd,
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[E N A C S = 417 SR 2 b HE 0 565 TIURH 8] s 3 () e PR SR
(COPERNICUS 5B M O} GALILEO 3XBR) DGO it it 5
[RIWVEFR 1 5%LL Ea R (76 £721% 100 ) , EEREMEEE  5%LL
FEFR 4 BOTEFEE T) ]
OIRBREESOIERN T E OBEMEN H DA EER
BV 5 Bk 117/317=36. 9% BRI A A S
iEomE b Gese e L g )
FENBEH i 49 15 (15. 5%) SRR i BR A 28/171 4 (16. 4%)
153 31 41 (19.8%) ~v k7 Uk 15/194 151 (7.7%)
HRJE 5 18 #i (5. 7%) ALT 10/194 4 ( 5.2%)
75— 5/87 1| (5. 7%)
7 a—)L 10/201 (5.0%)
Mz vryF=1* 12/85 #i (14. 1%)
=~ Ko g 19/84 4 (22. 6%)
M7 R g 17/81 ) (21. 0%)
RE T LT F = 6/71 (8.5%)
RE LRI [7VT F = 5/65 i (7.7%)

“1 : COPERNICUS 75
*2 : GALILEO #BR

FPOFHRT, RN 2R LI RE i ~— 2

T A 2 CHYEE EIRELT O#BRER (0) 2R

FEHEE TR 2 Tal - 72

BB AS 5  FK P GeB)
IR ER 11/191 il (5.8%)
SRR ER~TE 7 1 L P 25/158 44 (15. 8%)
FRIMLER 8/93 1 (8.6%)
AR ER™ 13/75 fi (17. 3%)
~~vhrZ Vv h 16/190 1 (8.4%)
~ESBE Y 14/180 fil (7.8%)
Higk 15/181 fil (8.3%)
TI7—F (GEARY) " 8/97 fil (8.2%)
J LT F=m 6/95 ( 6.3%)
i’ o g 6/107 % (5.6%)

*1 : COPERNICUS 3Bk
*2 : GALILEO #BR

RPOFH T, WRRAN IR 2R LI RE i ~— 2

T A CHYEE IR EOWERE R (0) 2R,
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[RIVER™ : 5%LL B2 FRR (48 W) . FRRMAEMEE : 5%LL E&2FRR
(24 WO FEEFMET) ]

IR SOTIER T L O BEMEN S DA EFS

RIEF S Bl 25/116=21. 6% Fi DA A A AT 5

R O R B B ﬁ}ﬁggf@igf’)ég p e
FE MR 1. 10 431 (8.6%) =7 R orpE 10/36 431 (27. 8%)
RARANRR 741 (1 6.0%) U BRI ER b 5/89 i ( 5.6%)
HiA 6 1l ( 5.2%) AST 6/83 fil (7.2%

HPORBRT, BRRAMR R 2R L7 i/ ~— 2
T A v CHAEE IR F O#BRE R () 2m9,

AL ER 8/85 14 (9. 4%)
I HER 8/85 14 (9. 4%)
AR ER 6/75 {5l (8.0%)
~NES ey 5/82 14 (6.1%)

KO ORBRT, BRRAMRE 2R L7oiRE i/ ~— 2
T A THAE TR EORERE L () Zmd,
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v T OV IMAREG R RER  (VIVID-Japan iRBR) Off5 5

Flie 5451 2 DFE T L, %L Ea o (52 ) .

VRBRESU TS T L DB D D EHER
2ARRIBGRER ORI (L= —105%) BETOARALENE 54

<HEIEH>
RIE S Bl 276/730=37. 8%
BIVEH o FifE Bt (FEBLE)
AL A i 178 44l (24. 4%)
AR 51 451 (7.0%)

PRAG A 2L 55 >
VISTA-DME 35k K U8 VIVID-DME 358 O BF & it
e AR A il S
FLHENE ER % L [A] 5 72 ; e
Bl R 50 0 R e R
=7 8 o pl 85/393 {4 (21. 6%)
HbAlc 53/346 4] (15. 3%)
VT F= 58/539 i (10. 8%)
IR T 38/364 1 (10. 4%)

FPOFHT, WA IR 2R LI RE i ~—2
T A TR LR OHBRE R (0 2w,

FEVEAE R IR & FEl - 72 sk el

$ife A A AP S ORISR
~vhr7 U b 39/442 1 (8.8%)
~NES ey 26/501 4 ( 5.2%)

RPOFEBIRIL, BRRAMEIE 2R LT i/ ~— %
T A TIEE TR EORERE S () &R,

[FIVEH* © VISTA-DME #&%B&, VIVID-DME 3Bk, M X VIVID-Japan
W R AR A A S

VISTA-DME 5% & TN VIVID-DME 3R O A K% 5-#E O OF S ffdT, I TNZ VIVID
—Japan ABRHMEFHZ LV | 5%LL EAFRR (52 O FEEFAIE T) ]

FEINFL T3k S 7z MEVE 2 b — i 55 AR [E PR S R RS R X8R (VISTA-DME
PR, VIVID-DME 38%) OOFE TR Rk ONE N CEE SN B—RE4— 7

RERTOR
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VIVID-Japan 5%

il A R A i S

i~ R b 6/44 {51l (13. 6%)
HbAlc 6/58 fi (10. 3%)
JLTF= 7/70 i (10. 0%)
PR 5/63 fil (7.9%)

KM OFRBRT, BRBRAM SRR 278 L7RE i/ ~— 2
T A THE EIRUUF OBRE . () &R,

S FIR A Tl /- , .
Bl A 3 00 R xR
~< k27U b 5/52 14 (19.6%)

KP ORI, BRRAM R 2R L7oRE i,/ ~— 2
T A THIER TR EOBERE R () &7,




110 #¥ - BEREOIREFEEHOE L

Bayer Yakuhin, Ltd.

Page

11 of

15

RITEH

[HAIE SRR b PR ZEIE (S 5 B BV e ]
[E PN A C S & A 7= M1 2 b B 5 TR 6] % e [ i
BR) DfE R

[RIWER" : 58%LL EAa£KR (B2 i8M) . ERRMAEMERY 5% L2 FR (24

O EZGHl £ T)
" ORBRESUIER T & OB B 5 A EH S

KEAER  (VIBRANT 3

BIVER S B 43/158=27. 2% [V Ry

B R o Gema b s B

it e i, 26 1] (16. 5%) AFREER 6/91 fil ( 6.6%)
SEHFRIMERAE 7 1 B 5/91 44 ( 5.5%)
SR L BRAFE 9/91 44l (19.9%)
~v 27U h 12/91 #i (13. 2%)
~ESmEy 6/91 ( 6.6%)
U 2Bk 9/91 #il (19.9%
AF e ER 11/91 #l (12.1%)
TNAHYRART 75— 10/91 (11. 0%)
i R S % R 5/91 fi ( 5.5%)
TN A 5/91 ( 5.5%)
a L AFa—) 46/91 51l (50. 5%)
sV FrxF—F 8/91 #i (8.8%)
IVTF=r 5/91 fi ( 5.5%)
Ja—R 42/91 51 (46. 2%)
NV ZURY R 40/91 5l (44. 0%)
PR 9/91 #i (19.9%)

RRORBIRIT, BRRAEM R 2R LIBRE R ~—2

T A 2 CHYEM LR T O#BER () 257,

BB A A O mE oA
AFFRER %R 28/91 # (30. 8%)
FHFRMERA~E 2 0 e 8/91 {3 (8.8%)
AR ERE 10/91 4 (11. 0%)
~~r7 Yk 13/91 (14. 3%)
~ESaEy 13/91 (14. 3%)
i Bk A 5/91 4 ( 5.5%)
U 2Bk 6/91 ( 6.6%)
HLERE 15/91 {3 (16. 5%)
AR 5/91 fl ( 5.5%)
I ERE 6/91 i ( 6.6%)
RNV 73 5/91 f3il ( 5.5%)
A ER KL 6/91 i ( 6.6%)
i arES 21/91 {5 (23. 1%)
IVTF=v 15/91 {3 (16. 5%)

FRORBRIT, BRRAM R 2R LIRE R ~—2

T A CHMEM T IRU LOWBRER ) 2577,
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[E PN CIhE S A7 IR 2 (b — BB SR AR ERPREAUER  (VEGA 3UR)  J ONEE(E
Fo LI LR 28 LA R PR SR (VENERA 3R0R) DR

[EIVEH, BRRERAME ST « 5% EAF R (VEGA #ABR 13 #[#], VENERA 5%
5 ) ]

IR SUTER T & OBEMEN B 5 EES

[VEGA 5-5%]

AIERTEBLR 12/50=24. 0% T R R A A S

B R o Gema o tE RS L P e

it MBE i, 3 4 (6. 0%) T a—A 3/6 15l (50.0%)

e SRVRZS ] 3 {3 (6.0%) HbAlc 3/6 14l (50.0%)
LDH 2/23 1l (8.7%)
IR 2/23 Hl (8.7%)
JVTFrExF—8 2/24 1) (8.3%)
ALT 2/25 1 (8.0%)
TNHYRAT 75— 2/26 14l (7.7%)
{4 1 Bk 2/26 13 (7.7%)
ILVTF=v 1/18 (5.6%)
i R EE R 1/20 {41 (5.0%)

FHORBRIT, BARRA R 2R LIBRER ~—2
T A 2 CHYEM LR T O#BER () 257,

HIRARI 3/10 f3il (30.0%)
~NEZBEY 5/19 f3il (26.3%)
~~ k7 Uk 5/20 4l (25.0%)
AR EREL 3/21 fil (14.3%)
DR 2/26 #il (7.7%)
AL AT E—/L 1/19 51 (5.3%)

RPORBIRIT, BRRREN R 2R LI ~—2
T A CHYEE IR EOPERER () 2R,
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EIWEH OFEE it (EBLER) B B 5 O Bil%x (EELR)
AR 2 4l (12. 5%) AFHER 1/14 51 (7.1%)
HFRRER 1/11 4 (9.1%)

KHORBRIT, BRRAN R 28 LIoRER ~— 2
T A 2 CHYEE EIRDUT O#ERER () 2R,

FHRMERAE 7w B 1/15 41 (6.7%)
AR IER HGB #e 1/16 i (6.3%)
JISZAE: < 1/14 #il (7.1%)

FHORBRIT, BARRA R 2R LIBRE R ~—2
T A CHYEM TR LOBBRER () 257,

[ R A EE
WA C 30 S A 7= VR 2 L FE e Lhiseoct BR 55 ITAHFRSR  (FIREFLEYE GGRER
20090)) OFER (24 FHH)

<BEIEH*>

RITEZ Bl 17/79=21. 5%
BIVER O fE Bil%k (FEBLE)
FERBE L i 4 14 (5.1%)
ML i, 3 43| (3.8%)
TR 1. 3 43| (3.8%)
IRE E5- 3 fi (3.8%)

F BB UTER T L OS5 A EFS (RRRERT 2 EGT)

=tk A VRS R B - SRR
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k¥4 - B4
S
NEE - R HO I IRAE BT 26 L35 2 14 © INiin S5 BEZS 1
W IR 5 B RV e
L - A& 77UVt N GEaH#Z) £ L T8mg (0.07mL) A 4T L1
[\, %, ERe 3 B CEAW) M ENEGT 22, ERIC K D FE 5 R
AR C 5, EOROMERFICE T, @F, 16T L2 1E, T
HRNEET 5, 7ok, ERICEL Y BEMBEAEERES 2528, 8EHLU ED
FHZE,
B D FEE
(il T a0) JFUE : 77 U~ vt 7 b GEs 7R %)
BRGy - i | B S T LB
We 4 7 AV —7 8 mgh FIRPNIESIR 114, 3mg/mL
BRSy 1[5 (0.07mL) 1,
77Ut T N GBEBETH#LZ) 8ng
1 314 7L (0.263mL) H,
77V~ GBIE/EBZ) 30. Img
ks
BIE [HC s T ARASIEEET A= 45 & £ 5 Inln s BE 2 14 ]
[EINANC I S 7 MEAE 2 b — E e 93K k) HR 5 TIUAH [ B 3 (] il R 3k
(PULSAR 7B%) OFE R (48 H )
<REWER*>
BIVE T BLR 89/673=13. 2%
EIVEH OFEE Bl (EELE)
R E 5 10 {51 (1.5%)
Al MR i 8 44l (1.2%)
[ERRCSES 2] 7 451 (1.0%
[IR801) 5 i (0.7%)
IR ESE 5 i (0.7%
HaRE e SR R 2L 5 fi (0.7%)
HWAET 5 i (0.7%)
& 5 i (0.7%)

T BB CSULER T L OBENES S 5 A EFS (RRRERT ZET)
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<BEIEH*>

RIFEHI s BLR 55/491=11. 2%
BIVEAH o Bil%k (EHE)
NS 1. 15 4] (3.1%)
[ERRENERZY) 8 ( 1.6%)
R b5 751 ( 1.4%)
HRJd 6 fi (1.2%
HER % 3 4 (0. 6%)

T ORBRECUTER T OBENES S 5 A EFS (RRRERTZET)
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5.3.5.1.12 [Z®7/AL [20968_non-J_60wk 20968_non—J_60wk - - EN & - MR [FRER L
[ON 248
5.3.5.1.13 [Z£®E7/L [21091_JP_60wk 21091_JP_60wk - - [EA M - FHME R [FREAR L
[ON7:%8
5.3.5.1.14 [AE®7/2L [J-CTD_SAP J-CTD_SAP - - [EN & - AEAmERE/ -
[0 7248 SEBER
5.3.5.1.15 [E®/R L [J-CTD_48wk J-CTD_48wk - - [N K - AHIE R [HEHR L
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5.3.5.3.1 [£& 7L [Integrated analysis statistical report of|PH-42761 - - [EN K - FHEEE [FEHH D
safety to support the preparation of the Ot
summary of clinical safety
5.3.5.3.2 |£# 7L [Integrated analysis statistical report of|PH-42729 - - E N & - FHEEE [FEHEAR L
safety to support the preparation of the Ot
summary of clinical safety - Japanese
subgroup
5.3.5.3.3 BHERL Integrated analysis statistical report of|PH-42736 - - [EN & - FHEER [FEHH Y
safety to support the preparation of the OViES+
summary of clinical safety
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5.4.8 5% 72 L |Burden of illness of neovascular age— Cruess A et al., Can J |Cruess A - s Can J ZEEE |-
related macular degeneration in Canada Ophthalmol 2007:42:836— Ophthalmol
843 2007:42:836—
843
5.4.9 W72 L |Global prevalence of age-related macular [Wong WL et al., Lancet [Wong WL - sk Lancet Glob BzEERE |-
degeneration and disease burden Glob Health 2014:2:e106- Health
projection for 2020 and 2040: a 116 2014:2:e106-
systematic review and meta—analysis 116
5.4.10 BERL Incidence and causes of visual impairment|Morizane Y et al., Jpn |Morizane Y - gy Jpn J EZEE |-
in Japan: the first nation-wide complete |J Ophthalmol 2019:63:26 Ophthalmol
enumeration survey of newly certified 33 2019:63:26-33
visually
impaired individuals
5.4.11 BERL Prevalence of age related maculopathy in |Oshima Y et al., Br J Oshima Y - Yok Br J ZEZEE -
a representative Japanese population: the|Ophthalmol 2001:85:1153 Ophthalmol
Hisayama study 1157 2001:85:1153-
1157
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5.4.13 oL [ALETHFSE ZHERM, H-O LWIR [ZLHER - EWN b6 LWIREHZEEE |-
Bl 2016:33:1247-1251 2016:33:1247-
1251
5.4. 14 EHpL  |[GRIAT ERIBRRE - BRAIL, B FAEH, IRR AL - EN IRAEL2016:58:15|& &k |-
2016:58:1531-1536 31-1536
5.4.15 ZSE72L |Polypoidal Choroidal Vasculopathy Ciardella AP et al., Ciardella AP - Ak Surv sEER |-
Surv Ophthalmol Ophthalmol

2004:49:25-37

2004:49:25-37
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5.4.16 Z2Wi72 L |Clinical Characteristics of Exudative Age{Maruko I et al., Am J [Maruko I - 4N Am J SEZEE |-
related Macular Degeneration in Japanese |Ophthalmol 2007:144:15- Ophthalmol
Patients 22 2007:114:15-22
5.4.17 W72 L |Types of choroidal neovascularisation in [Cohen SY et al., Br J [Cohen SY - 4N Br J HEZEE |-
newly diagnosed exudative age-related Ophthalmol 2007:91:1173 Ophthalmol
macular degeneration 1176 2007:91:1173-
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5.4.18 %72 L |National, regional, and global trends in |Danaei G et al., Lancet |Danaei G - sk Lancet HEEE |-
fasting plasma glucose and diabetes 2011:378:31-40 2011:378:31-40
prevalence since 1980: systematic
analysis of health examination surveys
and epidemiological studies with 370
country-years and 2-7 million
participants
5.4.19 ZZHE7/2 L [Diabetes WHO, Diabetes WHO - Ak Diabetes HEZEE |-
<https://www. who. int/ne <https://www. w
ws—room/fact— ho. int/news—
sheets/detail/diabetes# room/fact—
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