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1
USE OF A VEGF ANTAGONIST TO TREAT
ANGIOGENIC EYE DISORDERS

CROSE-REPFERENCT 10 RELATED
APPLICATIONS

This application is a continvation of Ser. No, 16/139,282
filed Cct. 12, 2018, which is a continuation of Scr. No.
15/471,506 [iled Mar. 28, 2017, now .8, Pal. No. 10.130.
691 issued Nov. 20, 2018, which is a continvation of Ser. No.
14/972. 560 filed Dec. 17, 2015, now 1.5, Pat. No. 9,668,069
issucd Jun. 6. 2017, which is a continuation ol Ser. No.
13/940,370 Niled Jul. 12, 2013, now LS, Pal. No. 9.254.338
issued Peb. 9. 20016, which s a conlinuation-in-part ol
International Patent Application No. PCT/US2012/020855,
filed on Jan. 11, 2012, which claims the benefit of US.
Provigional Application No. 61/432.245. [iled on Jan. 13,
2011, 61/434.836, liled on Jan. 21, 2011, and 61/561.957.
filed on Now, 21, 2011, the contents of which are hereby
corporated by reference in their entireties.

FIELD OF THIE INVENTION

The present invention relates to the field of therapentic
treatments of eve disorders. More specifically, the invention
relates 10 the administration ol VEGE antagonists o treat
eye disorders caused by or associated with angiogenesis.

BACKGROUND

Several eye disorders are associaled with pathological
angiogenesis. lor example. the development ol age-related
macular degeneration (AMD) is associated with a process
called choroidal neovascularization (CNV). Leakage from

the CNV causes macular edema and collection ol fluid 3

heneath the macula resulting in vision loss. Diabelic macular
edema (12M11) is another eye disorder with an angiogenic
component. DME is the most prevalent cause of moderate
vision logs in patients with diabetes and is a common
complication of diabetic retinopathy. a discase allecting the
blood vesscls of the retina. Clinically significant 1M1
oceurs when fluid leaks into the center of the macula, the
light-sensitive part of the retina responsible for sharp, direct
vision. Fluid in the macula can cause severe vision loss or
blindness. Yel another eye disorder associated with abnor-
mal angiogenesis is contral retinal vein occlusion (CRVO).
CRVO is caused by obstruction of the central retinal vein
that leads to a back-up of blood and tluid in the retina. The
relina can also become ischemic. resulting in the growth ol

new, imappropriale blood vesscls (hal can cause lurther s

vigion loss and more serious complications. Release ol
vascular endothelial growth factor (VEGE) contributes to
ncreased vascular perimeability in the eve and inappropriate
new vessel growth. Thus, inhibiting the anglogenic-promol-

ing propertics of VEGI appears 10 be an elleclive stralegy 3

for treating angiogenic eve disorders.

FDA-approved treatments of angiogenic eve disorders
such as AMD and CRVO include the administration of an
anli-VEGE  antibody  called  ranibizumab  (Lucentisd,
Genentech, Ine.y on a monthly basis by intravitreal injection.

Methods for treating eve disorders using VEGE antago-
hists are mentioned in, e.g., U.S. Pat. Nos, 7,303,746;
7.306,799: 7.300,563: 7.303.748: and US 20070190058,
Nonetheless. there remains a need in the art for new admin-
istration regimens lor anglogenic cye disorders, espocially
those which allow tor less frequent dosing while maintain-
ing a high level of efficacy.
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BRIEF SUMMARY OF THE INVENTION

The present invention provides methods [or trealing
angiogenic eye disorders. The methods ol the invenlion
comprise sequentially administering multiple doses of a
VEGF antagonist to a patient over time. In particular, the
methods of the invention comprise sequentially administer-
ing 10 the patient a single initial dose ol'a V9EGI antagonist,
ollowed by one or more sceondary doses of the VEGE
antagonist. [ollowed by one or more tertiary doses ol the
VEGF antagonists. The present inventors have surprisingly
discovered that beneficial therapeutic effects can be
achieved in patients suffering from angiogenic eve disorders
by administering a V1 antagonist o a palienl al a
requency of once every 8 or more weeks, especially when
such doses are preceded by about three doses administered
to the patient a1 a frequency of about 2 to 4 weeks. Thus,
according to the methods of the present invention, each

2 secondary dose of VEGE antagonist is administered 2 to 4

wocks afler the immediately preceding dose. and cach
lertiary dose s administered al least 8 woecks aller the
immediately preceding dose. An example ol a dosing regi-
men of the present invention is shown in FIG. 1. One
advantage of such a dosing regimen is that, for most of the
course ol treatment {Le., the tertiary doses), it allows Tor less
requent dosing {e.g.. once every 8 weeks) compared (o prior
administration regimens for angiogenic eve disorders which
require monthly administrations tlroughout the entire
course of treatment. (See, e.g., prescribing intormation for
[ucentis i [ranibizumab]. Genentech, Inel).

The methods ol the present invention can be used 1o treal
any angiogenic eve disorder, wecluding, e.g., age related
macular degeneration, diabetic retinopathy, diabetic macular
edema, central retinal vein occlusion, corneal neovascular-
iration. cle.

The methods of the present invention comprise adminis-
tering any VEGFE antagonist to the patient. In one embodi-
ment, the VEGFE antagonist comprises one or more VEGE
receptor-based chimeric molecule(s), (also relerred o herein
as a “VEGE Trap™ or “VEGIIT™). An exemplary V9GP
antagonist thal can be used in the context ol the present
invention is a multimeric VEGF-binding protein comprising
two or more VEGE receptor-based chimeric molecules
relerred o herein as “VHGURIR2-I'cACT (a)” or “alliber-
cepl.”

Various administration routes are contemplated for use in
the methods of the present invention, including, e.g., topical
administration or intraocular administration (e.g., intravit-
real administration).

Allibereept (1Y 1.1HAM™, Regeneron Pharmaceuticals. Ing)
was approved by the FDA in November 2011, for the
treatment of patients with neovascular (wet) age-related
macular degeneration. with a recommended dose ol 2 mg
administered by intravitreal injection every 4 weeks for the
first three months. [ollowed by 2 mg administered by
intravitreal injection once every 8 weeks.

Other embodiments of the present invention will become
apparent [rom a review of the ensuing detailed description.

BRIEF DESCRIPTION OF THE FIGURE

I1(5. 1 shows an exemplary dosing regimen of (the present
invention. In this regimen. a single “initial dose™ ol VEGI
antagonist (“VEGITT™) is administered at the beginning of
the treatment regimen (i.e. at “week 07), two “secondary
doses™ are administered a1 weelss 4 and 8, respectively, and
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at least six “tertiary doses™ are administered once every 8
woeks therealler. Le.. al weeks 16, 240 320 40, 48, 56. cle.).

DIFTATLED DESCRIPTION

Betore the present invention is described, it is 1o be
understood that this invention is nol limited 10 particular
methods and experimental conditions deseribed. as such
methods and comditions may vary. IUis also o be understood
that the terminology uvsed herein is for the purpose of
describing particular embodiments only, and is not intended
1o be limiting, since the scope of the present invention will
be limited only by the appended claims.

Unless deflined otherwise. all wechnical and scientific
terms used herein have the same meaning as commonly
understood by one of ordinary skill in the art to which this
vention belongs. As nsed herein, the term “about,” when
used in reference to a particular recited numerical valve,
means that the value may vary from the recited value by no
more than 1%, Por example, as used herein. the expression
“about 1007 includes 99 and 101 and all values in between
(eg., 991,992 993 904, etc.).

Although any methods and materials similar or equivalent
1o those described herein can be used in the practice or
lesting of the present invention, the preferred methods and
malerials are now described.

Dosing Regimens
The present invention provides methods for treating

angiogenic cye disorders. “The methods of the invention 3

comprise sequentially adminisiering o a patient multiple
doses o a VEG antagonist. As used herein. “sequentially
administering™ means that each dose of VEGF antagonist is
administered to the patient at a different point in time, e.g,.,

on diferent days separated by a predetermined interval (c.g.. 3

hours. days. wecks or months). The present invenlion
includes methods which comprise sequentially administer-
ing to the patient a single initial dose of a VEGF amtagonist,
followed by one or more secondary doses of the VEGF
anlagonist, [ollowed by one or more (ertiary doses ol the
V1IGL antagonist.

The terms “initial dose,” “secondary doses,” and “tertiary
doses,” refer 1o the temporal sequence of administration of
the VEGF antagonist. Thus, the “initial dose™ is the dose
which is administered al the beginning ol the treatment
regimen (also referred o as the “bascline dose™); the “sce-
ondary doses™ are the doses which are administered after the
initial dose; and the “tertiary doses™ are the doses which are
administered afier the secondary doses. The initial, second-

RER

ary. and lertiary doscs may all contain the same amount ol =

V1IGL antagonist. but will generally diflfer from one another
in terms of frequency of administration. In certain embodi-
ments, however, the amount of VEGFE antagonist contained
in the initial, secondary and/or lertiary doses will vary [rom

one another {e.g., adjusted up or down as appropriate) during s

the course of treatment.

In one exemplary embodiment of the present invention,
each secondary dose is administered 2 10 4 {e.g., 2, 214, 3,
32 or 4) weeks aller the immedialely preceding dose, and
cach tertiary dose is administered at least 8 {e.g. 8. 815 9.
945, 10,1045, 11, 1145, 12, 1244, 13, 1345, 14, 1444, or more)
weels after the immediately preceding dose. The phrase “the
immedialely preceding dose,” as used hercin, means, in a
soquence of multiple administrations, (he dose of VG
anlagonist which is administered o a patient prior o the
administration of the very next dose in the sequence with no
intervening doses.
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In one exemplary embodiment of the present invention, a
single initial dose ol a VEGI antagonist is administered 1o
a paticnl on the [irst day of the treatment regimen {i.c.. al
weck ). [ollowed by two sccondary doses. cach adminis-
tered four weeks atter the immediately preceding dose (i.e.,
at week 4 and at week 8), followed by at least 3 tertiary
doses, cach administered cight weeks aller the immediately
preceding dose (e, al weeks 16, 24, 32, 40 and 48). "The
tertiary doses may continve (at intervals of 8 or more weeks)

3 indefinitely during the course ot the trestment regimen. This

exemplary administration regimen is depicted graphically in
IICr. 1.

The methods of the invenlion may comprise administer-
ing to a patient any number of secondary and/or tertiary
doses of a VEGF antagonist. For example, in certain
cmbodiments. only a single sccondary dosce is administered
Lo the patient. In other embodiments. two or more (e.g., 2. 3,
4, 5, 6, 7, 8. or more) sccondary doscs are administered 1o
the patient. Likewise, in certain embodiments, only a single

20 tettiary dose is administered to the patient. In other embodi-

ments, (wo or more (¢.g.. 2, 3,4, 5. 6. 7. 8, or more) lerliary
doses are administered 10 the patient.

In embodiments involving multiple secondary doses, each
secondary dose may be administered at the same frequency
as the other secondary doses. For example, each secondary
dose may be administered 10 the patient 4 weeks aller the
immediately preceding dose. Similarly, in embodiments
involving multiple tertiary doses, each tertiary dose may be
administered at the same frequency as the other tertiary
doses. lor example, cach tertiary dose may be administered
lo the patient 8 weeks aller the immediately preceding dose.
Allernatively, the [requency al which the secondary andf/or
tertiary doses are administered to a patient can vary over the
course of the treatment regimen. For example, the present
invention includes methods which comprise administering
o the patient a single initial dose ol a VEGE antagonist,
ollowed by one or more sceondary doses of the VEGE
antagonist, tollowed by at least 3 tertiary doses of the VEGFE
antagonist, wherein the first four tertiary doses are admin-
istered 8 weeks afler the immediately preceding dose. and
wherein cach subsequent tertiary dose 1s administered [rom
Bt 12 (eg., B, BY, 8 042 10, 1044, 11, 1143, 12) weeks
after the immediately preceding dose. The trequency of
administration may also be adjusted during the course of
treatment by a physician depending on the needs of the
individual patient following clinical examination.

Vegt Antagonists

The methods of the present invention comprise adminis-
lering o a patient a V1IGL antagonist according o specified
dosing regimens. As used herein, the expression “V9EGE
antagonist™ means any molecule that blocks. reduces or
interferes with the normal biological activity of VEGFE.

VEGF antagonists include molecules which interfere with
the interaction belwoeen V1EGL and a natural V1IIGL receplo,
c.g.. molecules which bind o VEGIE or a VEGI receptor and
prevent or otherwise hinder the interaction berween VEGE
and a VEGF receptor. Specific exemplary VEGE antagonists
include anti-VEGF antibodies, anti-VEGF receptor antibod-
ics. and V01GL receplor-based chimeric molecules {(also
relerred 1o herein as “V1GE- Traps™).

VEGF receptor-based chimeric molecules include chime-
ric polypeptides which comprise twao or more immunoglobu-
lin (Ig-like domaing ol a V1IGL receplor such as VIIGIR
{also referred (o as UL andfor VIIGIR2 (also relerred 1o as
1k 1 or KIIRY. and may also conlain a mullimerizing domain
{e.g., an Fc domain which facilitates the multimerization
[e.g., dimerization] of two or more chimeric polypeptides).
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An exemplary VEGF receptor-based chimeric molecule is a
molecule referred o as VIIGERTR2-licACT{a) which is
encoded by the nueleie acid sequence ol 81O 11D NO:.
VIGUHRIR2-1eAC{2) comprises three components: (1) a
VEGFR1 component comprising amino acids 27 to 129 of
SEQID NO:2; (2) a VEGFRZ component conprising aming
acids 13010 231 o 8EQ 1 NO:2; and (3} a mullimerization
component (“IeACT{a)™) comprising amino acids 232 1o
437 of SEQ ID NOx:2 (the C-terminal amino acid of SEQ 1D
NCx2 [1e., K458] may or may not be included in the VEGF
antagonist vsed in the methods of the invention; see eg.,
LLE. Pat. No. 7,396,664). Amino acids 1-26 o SIQ I N(:2
are the signal sequence.

The VEGF antagonist wsed in the Examples set forth
herein Dbelow i3 a dimeric molecule comprising two
VIGLHRIR2-1eAC 1 {2) molecules and 1s reflerred 1o herein as
“YEGI” Additional VEGL receplor-based chimeric mol-
ceules which can be used in the conlext of the present
invention are disclosed in U.S. Pat. Nos. 7,396,664, 7,303,
746 and WO 00/75319,

Angiogenic liye Disorders

The methods of the present invention can be used o treat
any angiogenic eve disorder. The expression “angiogenic
eve disorder,” as vsed herein, means any disease of the eve
which is caused by or associated with the growth or prolit-
cration of blood vessels or by blood vessel leakage. Non-
limiting  examples ol angiogenic cye disorders thal are
treatable vsing the methods of the present invention include
age-related macular degeneration (e.2., wet AMD, exudative

AMID. ele). retinal vein occlusion (RVO). central retinal 3

vein oeclusion (CRVO: c.g., macular edema [ollowing
CRV(Y), branch retinal vein ocelusion (BRVO). diabelic
macular edema (DME), choroidal neovascularization (CNV;
e.g., myvopic CNV), ids neovascularization, neovascular

glancoma, post-surgical (ibrosis in glaucoma, prolilerative 3

vilrcoretinopathy (PVR). oplic dise neovascularization, cor-
neal neovascularization. retinal neovascularization. vilreal
lheovascularization, panuus, ptervainm, vascular retinopa-
thy, and diabetic retinopathies.
Pharmaccutical liommulations

The present invention includes methods in which the
VEGF antagonist that is administered to the patient is
contained within a pharmaceutical formulation. The phar-
maceuvtical formulation may comprise the VEGFE antagonist
along with at least one inactive ingredient such as. c.g., a
pharmaccutically acceplable carrier. Other agentls may be
corporated into the pharmacevtical composition to provide
wproved transter, delivery, tolerance, and the like. The term
“pharmaceutically acceplable™ means approved by a regu-

latory ageney ol the Pederal or a slale government or lisled =

in the U8, Pharmacopeia or other generally recognived
pharmacopeia for vse in animals, and more particularly, in
humans. The term “carrier™ refers to a diluent, adjuvant,
excipient. or vehicle with which the antibody is adminis-

tered. A multitude of appropriale [ormulations can be found s

in the formulary known 1o all pharmaceutical chemists:
Remington’s Pharmacentical Sciences (15th ed, Maclk Iab-
lishing Cowmpany, Easton, Pa., 1973), particularly Chapter
87 by B3laug, Seymour. therein. These lormulations include.
lor example. powders, pastes. olntments, jellics, waxes. oils.
lipids, lipid {(cationic or anionic) containing vesicles (such as
LIPOFECTIN™), DNA conjugates, anhydrous absorption
pastes, oil-in-waler and waler-in-oll emulsions, emulsions
carbowax  (polyethylene  glycols ol various  molecular
weights). semi-solid gels, and semi-solid mixiures contain-
g carbowax. Any of the forepoing mixtures may be appro-
priate in the context of the methods ot the present invention,
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provided that the VEGF antagonist is not inactivated by the
formulation and the formulation is physiologically compat-
ible and iolerable with the route of administration. Sce also
Powell et al. PDA (1998) T Pharm Sci Technol. 532:238-311
and the citations therein tor additional information related to
excipients and carriers well known 1o pharmaceutical chem-
isls.

Pharmaccutical formulations uselul [or administration by
injection in the context of the present invention mav be
prepared by dissolving, suspending or emulsitving a VEGE
antagonist in a sterile aqueons medivm or an oily medivm
convenliomally used lor injections. As the aqueous medium
for injections. there are. [or example. physiological saline,
an isotonic solution containing glicose and other auxiliary
agents, etc., which may be used in combination with an
appropriate solubiliving agent such as an aleohol (c.g.,
cthanol), a polyaleohol {e.g., propylenc glyeol, polyethylene
glycol). a nonionic surlactant |e.g.. polysorbate 80, 11C0-350
{polvoxyvethylene (30 mol) adduct of hvdrogenated castor

20 oil)], ete. As the oily medium, there may be emploved, e.g.,

sesame oil, soybean oil, ele.. which may be used in combi-
nation with a solubilizing agent such as henyzyl benvoale,
benzyl aleohol, ete. The injection thus prepared can be filled
in an appropriate ampoule it desired.

Modes of Administration

The VIGL antagonist (or pharmaceuatical [ormulation
comprising the VIGL antagonist) may be administered 1o
the patient by any known delivery system and/or adiminis-
tration method. In certain embodiments, the VEGFE amago-
nisl 15 administered o0 the patient by ocular, intraccular,
intravitreal or subconjunctival injection. In other embodi-
ments, the V1L anlagonist can be adminislered o the
patient by topical administration, e.2., via eve drops or other
liquid, gel, omtment or fluid which containg the VEGFE
antagonist and can be applied direetly o the eye. Other
possible routes ol administration include. c.g., intradermal,
intramuscular. intraperitoneal, intravenous, subculancous,
intranasal, epidural, and oral.

Amount of VEGE Antagonist Administered

lach dose of VEGHE antagonist administered to the patient
over the course ol the treatment regimen may conlain the
same, or substantially the same, amount of VEGE antago-
nist. Alternatively, the quantity of VEGF antagonist con-
tained within the individual doses may vary over the course
ol the treatment regimen. lior example. in certain embaodi-
ments, a st quantity ol V1IGL antagonist is administered in
the initial dose, a second quantity of VEGF antagonist is
administered in the secondary doses, and a third quantity of
VG antagonist is administered in the lertiary doses. "The
present invention conlemplaies dosing schemes in which the
quantity ol V11 antagonist conlained within the individual
doses increases over time (e.g., each subsequent dose con-
taing more VEGFE antagonist than the last), decreases over
lime (e.g., cach subsequent dose contains less VEGE antago-
nisl than the last). initially increases then decreases, initially
decreases then increases, or remaing the same throughout the
course of the administration regimen.

The amount of VEGE antagonist administered 1o the
patient in cach dose is, in most cascs, a therapeutically
cllective amount. As used herein, the phrase “therapeutically
effective amount™ means a dose of VEGF antagonist that
results i1 @ detectable improvement in one or more symp-
loms or indicia of an angiogenic eye disorder, or a dose ol
VG antagonist that inhibils, prevents. lessens. or delays
the progression of an angiogenic eye disorder. In the case ol
an anti-VEGE antibody or a VEGF receptor-based chimeric
molecule such as VEGFRIR2-FcAC1(a), a therapeutically
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effective amount can be trom about 0.05 mg to about 5 mg,
e.g., aboul 0L05 me. aboul (.1 mg. aboul (.15 mg, aboul .2
mg, about 0.23 myg, aboul (.3 mg, about 0.35 myg, aboul 0.4
mg, aboul 0.43 myg, aboul (.5 mg, about .55 myg, aboul 0.6
mg, about 0.65 mg, about 0.7 mg, about 0.75 mg, about 0.8
mg, about 0.85 mg, about 0.9 mg, about 1.0 mg, about 1.03
mg, about 1.1 mg, about 1.15 mg, about 1.2 mg, about 1.25
mg, aboul 1.3 mg, about 1.35 mg, about 1.4 mg, abow 1.45
mg, aboul 1.5 mg, aboul 1.55 mg, aboul 1.6 mg, abouwl 1.65
mg, aboul 1.7 mg, aboul 1.75 mg, sbout 1.8 mg, abowl 1.85
mg, about 1.9 mg, about 2.0 mg, about 2.05 mg, about 2.1
mg, about 2.15 mg, about 2.2 mg, about 2.25 mg, about 2.3
mg, about 2.35 mg, about 2.4 mg, about 2.45 mg, about 2.5
mg, aboul 2.55 myg, aboul 2.6 mg, aboul 2.65 myg, aboul 2.7
mg, aboul 2.73 myg, aboul 2.8 mg, aboul 2.85 myg, aboul 2.9
mg, about 3.0 mg, about 3.3 mg, about 4.0 mg. about 4.5 mg.
or about 3.0 mg of the antibody or receptor-based chimeric
molecule.

The Amount of VEGF Antagonist Contained within the

Individual Doses May be Expressed in terms ol milligrams
ol antibody per kilogram ol patient body weight (le.
mg/kg). lior example. the V1IGL antagonist may be admin-
istered 10 a patient at a dose of about 0.0001 to abour 10
mgdka of patient body weight.
Treatment Population and 1:Meacy

The methods of the present invention are uselul for
treating angiogenic cye disorders in patients that have been
diagnosed with or are at risk of being afflicted with an
angiogenic eve disorder. Generally, the methods of the
present invention demonstrate efficacy within 104 weeks of
the imitiation of the treatment regimen (with the initial dose
administered at “weck 07). c.g.. by the end of week 16, by

the end of week 24, by the end of week 320 by the end of

weel 40, by the end of week 48, by the end of week 56, etc.
In the context of methods for treating angiogenic eve
disorders such as AMD, CRVO, and DME, “eflicacy”™ means
that, [rom the initiation of treatment. the patient exhibits 4
loss of 15 or lewer lellers on the Darly Treatment Diabelic
Retinopathy Study (1T1IRS) visual acuily charl. In certain
embodiments, “etlicacy”™ means a gain of one or more (e.g2,.,
1,2,3,4,5,6,7,8,9,10, 11 or more) letters on the ETDRS
chart trom the time of initiation of treatment.

EXAMPLLS

The following examples are put forth so as to provide
those of ordinary skill in the art with a complete disclosure

and deseription of how 1o make and use the methods and =

composilions of the imvention, and are not intended 1o limit
the scope of what the inventors regard as their invention.
Eftorts have been made 10 ensure accuracy with respect to
numbers used (c.g. amounts. wemperature, cle.) bul some

experimental errors and deviations should be accounted lor. s

Unless indicated otherwise, parts are parts by weight,
molecular weight is average molecular weight, temperature
is in degrees Centigrade, and pressure is at or hear atmo-
spheric.

The exemplary V1IGL antagonist used in all lxamples scl
forth below is a dimeric molecule having two tunctional
VEGF binding vnits. Each functional binding unit is com-
prised ol Ig domain 2 from VEGER] lused 10 g domain 3
[rom V1WI'R2. which in turn is fused wo the hinge region ol
a human lgrl lic domain (VHGIRTR2-I'eACT (a); encoded
by SEQ ID N¢»1). This VEGFE antagonist is referred to in
the examples below as “VEGFT”. For purposes of the
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following Examples, “monthly” dosing is equivalent to
dosing once every [our weeks.

Iixample 1: Phase I Clinical ‘Trial ol Intravitreally
Administered VEGF Receptor-Based Chimeric
Molecule (VEGFET) in Subjects with Neovascular
AMID

In this Phase [ study, 21 subjects with neovascular AMID)
received a single intravitreal (IVT) dose of VEGFT. Five
aroups of three subjects each received either 0.05, 0.15, 0.5,
2 or 4 mg ol VIGLT, and a sixth group of six subjects
received | mg. No serious adverse events relaled o the study
drug, and no identifiable intraccular inflammation was

2 reported. Preliminary results showed that, tollowing injec-

tion of VEGFT, a rapid decrease in foveal thickness and
macular volume was observed that was maintained through
6 woeeks. Al Day 43 across all dose groups. mean exeess
retinal thickness [excess retinal thickness (retinal thickness
-179u)] on optical coherence tomography (OCT) was
reduced from 1190 10 271 as assessed by Fast Macular Scan
and [rom 194p 1o 60p as assessed using a single Posterior
Pole scan. The mean increase in best corrected visual acuity
(BCVA) was 4.75 letters, and BCVA was stable or improved
in 95% of subjects. In the 2 highest dose groups (2 and 4
mg). the mean increase in BOVA was 13.5 letlers. with 3 of
6 subjects demonstraling improvement ol 3 Tines.

Example 2: Phase II Clinical Trial of Repeated
Daoses of Intravitreally Administered VEGE
Receptor-13ased Chimerie Molecule (VEGHT) in
Subjects with Neovascular AMID

This study was a double-masked, randomized study of 3
doses (0.5, 2, and 4 mg) of VEGFET tested at 4-week and/or
12-week dosing intervals. There were 5 treatment arms in
this study, as [ollows: 1) (0.5 mg every 4 weeks. 2) 0.5 mg
every 12 weeks, 3) 2 mg every 4 weeks, 4) 2 mg every 12
weeks and 5) 4 mg every 12 weeks. Subjects were dosed at
a [ixed interval lor the lirst 12 weeks, aller which they were
evalualed cvery 4 weeks lor 9 months. during which addi-
tlional doses were administered based on pre-specilied cri-
teria. All subjects were then followed tor one vear after their
last dose of VEGFT. Preliminary data from a pre-planned
interim analysis indicated that VIGET mel ils primary
cndpoint of a statistically significant reduction in retinal
thickness after 12 weeks compared with baseline (all groups
combined, decrease of 133511, p<0.0001). Mean change from
baseline in visual acuity, a keyv secondary endpoint of the
study, also demenstrated statistically significant improve-
ment (all groups combined. increase ol 5.9 letiers,
p<0.0001). Moreover, patients in the dose groups that
received only a single dose, on average, demonstrated a
decrease in excess retinal thickness (p<0.0001) and an
increase in visual acuity (p=0.012) al 12 wecks. There were
no drug-related serious adverse cvents. and treatment with
the VEGE antagonists was generally well-tolerated. The
most common adverse events were those tvpically associ-
aled with Intravitreal injections.

Example 3: Phase 1 Clinical Trial of Systemically
Administered VEGF Receptor-Based Chimeric
Moleeule (VEGET) in Subjects with Neovascular
AMID

This study was a placebo-controlled, sequential-group,
dose-escalating safety, tolerability and biceffect study of
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VEGFT by IV infusion in subjects with neovascular AMD.
Groups ol 8 subjects meeting eligibility criteria [or sublo-
veal choroidal neovascularization (CNVY related 1o AMIDD
woere assigned Lo recelve 41V injections of VIGLET or
placebo at dose levels 0 0.3, 1, or 3 mp/kg over an 8-week
period.

Most adverse events that were attributed to VEGET were
mild to moderate in severity. but 2 of 5 subjects treated with
3 mg'kg experienced dose-limiting toxicity (D7 (one with
Grade 4 hypertension and one with Grade 2 proleinuria):
therefore, all subjects in the 3 mg/kg dose group did not
enter the study. The mean percent changes in excess retinal
thickness were: —12%, —10%, -66%, and -60% for the
placebo, 0.3, 1. and 3 mgdkge dose groups at day 15 {ANOVA
p<0.02}, and =3.6%, +47.1%, and =63.3% [or (he placebo.
0.3, and 1 mg/kg dose groups al day 71 (ANOVA p=0.02).
There was a numerical improvement in BCVA in the sub-
jects treated with VEGFT. As would be expected in such a
small study, the results were not statistically significant.

lixample 4: Phase [ Clinical Trials of the Lflicacy,
Safety, and Tolerability of Repeated Doses of
Intravitreal VEGET in Subjects with Neovascular
Age-Related Macular Degeneration

AL Objectives. [ypotheses and Indpoints

Two parallel Phase 11 clinical trials were carried out Lo
vestigate the vse of VEGET 1o treat patiemrs with the
neovascular form of age-related macular degeneration
(Study 1 and Study 2). The primary objective of these
studics was 1o assess the cllicacy of VT administered
YIGUT compared 10 ranibizumab (T .ucentis, Genenlech.
Ine.}, in a non-inferiority paradigin, in preventing moderate
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vision loss in subjects with all subtypes of neovascular =

AMD.

The scecondary objectives were (1) Lo assess the salely and
tolerability ol repeated 1V administration ol V9IGIT in
subjects with all sub-types of neovascular AMIY lor periods
up to 2 vears; and (b) to assess the eflect of repeated IVT
administration of VEGFT on Vision-Related Quality of Lite
{(QOL) in subjects with all sub-tvpes of neovascular AMD.

The primary hypothesis ol these studies was that the
proportion of subjects (reated with VIGIT with stable or
improved BOVA (<15 letlers losty is similar o the propor-
tion treated with ranibizumab who have stable or improved
BCVA, thereby demonstrating non-inferiority,

The primary endpoint for these studics was the prevention

ol vision loss of grealer than or equal 10 15 lelters on the =

I"IDRS chartl. compared (o baseline. al 52 weeks. Sceondary
endpoints were as follows: (a) change from baseline 10 Week
52 in letter score on the ETDRS chart; (b} gain trom baseline
1 Week 32 of 15 lellers or more on the I'TDRS chart: {¢)

change [rom baseline 1o Week 52 in lotal NI VIFQ-25 score: 5

and (d) change from baseline to Weelt 32 in CNV area.
B. Smdy Design

For each study, subjects were randomly assigned in a
1:1:1:1 ratio o 1 of 4 dosing regimens: (1) 2 mg VG
administered every 4 woeeks (204): (2) 0.5 mg VIIGLT
administered every 4 weeks (0.30Q4); (3) 2 mg VEGFT
administered every 4 weeks to week & and then every 8
wocks (with sham injection al the interim 4-woeek visils
when study drug was nol administered (20Q8); and (4) 0.3 mg
ranibizumab administered every 4 weeks (RQ4). Subjects
assigned 10 (208) received the 2 my injection every 4 weeks
1o week B and then a sham injection at interim 4-week visits
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{when study drug is not to be administered) during the first
52 weeks ol the studies. (No sham injeclion were given al
Week 527,

The study duration [or cach subject was scheduled (o be
96 weelks plus the recruitiment period. For the first 32 weeks
(Year 1), subjects received an IVT or sham injection in the
study eye every 4 wocks. (No sham injections were given al
Week 52). During the sceond year ol the study. subjects will
be evalvated every 4 weeks and will recerve IVT injection
of study drug at intervals determined by specific dosing
criteria, but at least every 12 weeks. (During the second vear
ol the study. sham injections will not be given.) During this
period. injections may be given as frequently as overy 4
weeks, but no less frequently than every 12 weeks, accord-

5 ing to the following criteria: (i) increase i central retinal

thickness of =100 pm compared Lo the lowest previous value
as measured by oplical coherence lomography (OCT): or (i)
a loss [rom the best previous letler score ol al least 3 1TTDRS
letters i1 conjunction with recurrent tluid as indicated by

20 OCT; or (iii) new or persistent Huid as indicated by OCT; or

{iv) new onsel classic neovascularizalion. or new or persis-
lent leak on luorescein angiography (IA); or {v) new
macular hemorrhage; or (vi) 12 weeks have elapsed since
the previous injection. According to the present protocol,
subjects must receive an injection at least every 12 weeks.

Subjeets woere evaluated at 4 weeks intervals [or salely
and best correcled visual acuity (BCVA) using the 4 moeter
ETDRS protocol. Quality of Life (QOL) was evaluated
vsing the NEI VFQ-25 questionnaire. OCT and FA exami-
nations woere conducted periodically.

Approximalely 1200 subjeets were enrolled, with a target
crrollment ol 300 subjects per treatment arm.

To be elipible for this study, subjects were required to
have subfoveal choroidal neovascularization (CNV) second-
ary 1o AMI). “Bubloveal” CNY was delined as the presence
ol subfloveal neovascularization, documented by IA, or
presence ol a lesion that s juxtalfoveal in location angio-
araphically but affects the fovea. Subject eligibility was
confirmed based on angiographic criteria prior to random-
iralion.

Only one eye was designated as the siudy cye. lior
subjects who met eligibility criteria in both eves, the eve
with the worse VA was selected as the study eve. [f both eves
had equal VA, the eve with the clearest lens and ocular
media and least amount of subloveal scar or geographic
atrophy was sclected. I there was no objective basis lor
selecting, the study eve, factors such as ocular dominance,
other ocular pathology and subject preference were consid-
cred in making the sclection.

Inclusion criteria Tor both studics were as [ollows: (i)
signed Informed consent: (i) atl least 50 years ol age: (i)
active primary subfoveal CNV lesions secondary to AMD,
including juxtatoveal lesions that affect the fovea as evi-
denced by A in the study eye; (ivy CNY al Teast 50%, of total
lesion sizer (v) carly treatment diabelic retinopathy study
(ETDRS) best-corrected visval acuity of: 20/40 10 20/320
{letter score of 73 to 25) in the study eve; (vi) willing,
committed, and able to return tor all clinic visits and
complete all study-related procedures; and (vii) able 1o read,
understand and willing (o sign the inlormed consent lorm
{or, if vnable to read dve to visval impairment, be read 1o
verbatim by the person administering the intormed consent
or a [amily member).

Iixclusion eriteria [or both studies were as [ollows: 1. Any
prior ocular {in the study cye) or syslemic treatment or
surgery for neovascular AMD except dietary supplements or
vitaming. 2. Any prior or concomitant therapy with another
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iwvestigational agent 1o treat neovascular AMD in the study
eye, excepl dictary supplements or vilamins. 3. Prior treat-
menl with anli-VEGE agents as ollows: (2) Prior reatment
with anti-VEGE therapy in the study eye was nol allowed:
(b} Prior treatment with anti-VEGF therapy in the fellow eve
with an investigational agent (not FDA approved, e.g. beva-
clzumab) was allowed up 1o 3 months prior o [irst dose in
the study, and such treatments were nol allowed during the
study, Prior treatment with an approved anti-VEGF therapy
in the fellow eve was allowed; (¢) Prior systemic anti-VEGE
therapy, iavestigational or FDA/Health Canada approved,
was only allowed up o 3 months prior 1o [irst dose, and was
not allowed during the study. 4. "l'otal lesion sive »12 disc
areas (30.5 mm?2, including blood, scars and neovascular-
ization) as assessed by FA in the stwdy eve. 5. Subretinal
hemorrhage that is cither 530% or more of the total lesion
arca, or il the blood is under the fovea and is 1 or more dise
arcas n give in the study eye. (10 the blood is under the [ovea.
then the fovea must be surrounded 270 degrees by visible

CNV) 6. Scar or fibrosis, making up >50% of total lesion in 2

the study cye. 7. Scar. (ibrosis, or alrophy involving the
center ol the [ovea. 8. Presence of retinal pigment epithelial
tears or rips involving the macula in the study eve. 9. History
of any vitreous hemorrhage within 4 weels prior to Visit 1
in the study eve. 10. Presence of other causes of CNV,
including pathologic myopia (spherical equivalent ol -8
dioplers or more negalive. or axial length ol 25 mm or
more), ocular histoplasmosis syndrome, angioid streaks,
choroidal rupture, or multifocal choroiditis in the study eve.

11, Ilistory or clinical evidence ol digbetic retinopathy. 3

digbetic macular edema or any other vascular discase allect-
ing the reting, other than AMD. in cither eye. 12, Prior
vitrectomy in the study eve. 13, History of retinal detach-
ment or treatment or surgery for retinal detachment in the

study eye. 14, Any history of macular hole ol slage 2 and 2

dbove in the study eye. 15,0 Any intraocular or periocular
surgery within 3 months of ay | on the study eye, cxeept
lid surgery, which may not have taken place within 1 month
of dav 1, as long as it was volikely 1o intertere with the
injection. 16. Prior trabeculectomy or other (liration surgery
in the study eye. 17, Uncontrolled glaucoma {(defined as
traocular pressure greater than or equal 1o 25 mm Hg
despite treatment with anti-glavcoma medication) i the
study eve. 18, Active intraocular intlammation in either eve.
19, Active ocular or periocular inlection in cither eye. 20,
Any ocular or periocular infection within the last 2 weeks
prior 1o Screening in either eve. 21, Any history of nveitis in
either eve. 22. Active scleritis or episcleritis in either eve. 23,
Presence or history of scleromalacia in elther cye. 24,

Aphakia or pseudophakia with absence ol posterior capsule =

{unless i oceurred as a result of a ylrium aluminum gamet
[YAG] posterior capsulotomy) in the study eve. 23, Previous
therapeutic radiation in the region of the study eve. 26,
History of comeal trangplant or corneal dystrophy in the

study eye. 27. Bignilicant media opacitics. including cala- s

ract, in the study eve which might interfere with visval
acuity, assessment of satety, or fundus photography. 28. Any
concurrent intraocular condition in the study eve (e.g. cata-
ract) thal. in the opinion of the investigator, could require
cither medical or swgical intervention during the 96 weck
study period. 29, Any concurrent ocular condition in the
study eve which, in the opinion of the investigator, could
cither increase the risk (o the subject beyond what is 1o be
expecled [rom standard procedures of intraocular injection.
or which otherwise may interfere with the injection proce-
dure or with evalvation of eflicacy or safety. 30, History of
other disease, metabolic dysfunction, physical examination
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finding, or clinical laboratory finding giving reasonable
suspicion ol a discase or condition thal contraindicales (he
use of an investigational drug or that might alleet interpre-
tation ol the resulis ol the study or render the subject al high
risk for treatment complications. 31. Participation as a
subject in any clinical study within the 12 weeks prior 10
Dav 1. 32, Any systemic or ocular treatment with an
investigational agent in the past 3 months prior to Day 1. 33,
The uwse of long acting sieroids, cither systemically or
intraocularly, in the 6 months prior o day 1. 34, Any history
of allergy to povidone iodine. 35, Known serious allergy 1o
the fluorescein sodivm for injection in angiography. 36.
Presence of any contraindications indicated in the FDA
Approved label lor ranibivumab (T ucentisi). 37, Females
who were pregnant, breastleeding, or ol childbearing polen-
tial. unwilling to practice adequate contraceplion throughoul
the study, Adequate contraceptive measures include oral
contraceptives (stable use for 2 or more cvcles prior 1o
screening), 1UD; Depo-Provera®; Norplant®  System
implants: bilaleral wbal ligation; vascelomy; condom or
diaphragm plus cither contraceplive sponge, [vam or jelly.

Subjects were not allowed o receive any standard or
investigational agents for treatment of their AMD in the
study eve other than their assigned study treatment with
VEGHT or ranibizumab as specilied in the protocol until
they completed the Completionf]iarly lerminalion  visil
asscssments. This includes medications administered locally
{e.g., IVT, topical, juxtascleral or periorbital routes), as well
as those administered systemically with the intent of treating
the study and/or tellow eve.

The study procedures are summarized as [ollows:

Best Corrected Visual Acuily:

Visual lunction of the study cye and the lellow eye were
assessed vsing the ETDRS protocol (The Early Treatment
Diabetic Retinopathy Study Group) at 4 meters. Visual
Acuity examiners were certified to ensure consistent mea-
surement ol BOVAL The VA examiners were required 1o
remain masked o trealment assignment.

Optical Coherence lomography:

Retinal and lesion characteristics were evaluated using
OCT on the study eye. At the Screen Visit (Visit 1) images
were captured and transmitted for both eves. All OCT
images were caplured using the Zeiss Stratus O™ with
soltware Version 3 or grealer. OCT] Images were senl (o an
independent reading center where images were read by
masked readers at visits where OCTs were required. All
OC s were clectronically archived at the site as part of the
source documentation. A subsel of OCT] Images were read.
OC T wechnicians were required o be certified by the reading
center 1o ensure consistency and quality in image acquisi-
tion. Adequate eftorrs were made to ensure that OCT tech-
nicians al the site remained masked (o reatment assignment.

I'undus Photography and luorescein Angiography (1IIA):

The anatomical state ot the retinal vasculature of the study
eve was evaluated by funduscopic examination, fundus
photography and FA. At the Screen Visit (Visit 1) fundus-
copic examination. [undus pholtography and U'A were cap-
lured and transmitled lor both cyes. lundus and angio-
araphic images were sent 1o an independent reading center
where inages were read by masked readers. The reading
cenler conlirmed subjeet cligibility based on angiographic
criteria prior 1o randomization. All FPAs and [undus photo-
graphs wore archived al the sile as part ol the source
documentation. Photographers were required 1o be certified
by the reading center 10 ensure consistency and quality in
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Inage acquisition. Adequate efforts were made 1o ensure that
all photographers at the site remain masked (o reatment
assignmoent.

Vision-Related Quality ol Tile:

Vision-related QOL was assessed nsing the National Eve
Institute 23-Item Visunal Funetion Questionnaire (NEL VF(Q-
25y in the interviewer-adminisiered format. NI V1iQQ-23
was administered by certilied personnel at a contracted call
center. At the screening visit, the sites assisted the subject
and initiated the first call 1o the call center 1o collect all of
the subject’s comact information and to complete the first
NI W1°(Q-25 on the phone prior o randomization and IV
injection. For all subsequent visits, the call center called the
subject on the phone, prior to IVT injection, 1o complete the

14

most trequently reported events were falls, pneumonia,
myocardial inlarclion, atrial (ibrillation, breast cancer, and
acule coromary syndrome. There were no notable dilferences
among the study arms.

Example 5: Phase II Clinical Trial of VEGFT in
Subjects with Diabetic Macular Hdema (DML

In this study, 221 patients with clinically significant DML
with central macular involvement were randomized, and 219
patients were treated with balanced distribution over five
aroups. The control group received macular laser therapy at
bascline, and patients were cligible lor repeat laser treat-
menis, bul noe more requently than at 16 week intervals. The

questionnaire. 13 remaining four proups received VEGFT by intravitreal

Intravcular Pressure: _ injection as follows: Two groups received 0.5 or 2 mg of

‘Inlramcular pressure (10P) ‘TF!}}C study Cyewas measured VIGIT once every lour weeks throughout the 12-month
using applanation lonomelry or l(mopcn.‘ e same method dosing period (0.504 and 2Q4. respectively). Two groups
of 10D measurement was used in each subject throughour the received (hree initial doses of 2 mg VEGE] once every lour
bFUd}'- i } Y weeks (ie., at baseline, and weeks 4 and 8), followed
€. Results Summary (52 Week Data) through weelt 52 by either once every 8 weeks dosing (20Q8)

. !hc primary mjdpoml (prevention ol‘mndcmlc T severe or as needed dosing with very strict repeal dosing crileria
vision loss as defined above) Was et for all three \"'EQPT {PRN). Mean gains in visual acuily versus bascline were as
groups (204, 0.5Q4 and 20Q8) in this study. The results from shown in Table 2:
both studies are summarized in Table 1. 23

. . TABLE 2
IABLIL ]
Mean change in Mean change in
WG visual asuty visual asuty
Ranibivurraly 0.5 mg ¥IEGET VGl . al weck 24 al week 32
0.5 mg menthly  monthly 2 mg monthly 2 mg every & 0 versus haseline versus haseline
(RO (0541 (200 weockstl (208) n [lenes) [lenems)
Madmenance ol vision® (% padienis losing <135 lelerg) @ weck 52 1.aser 44 25 -1.3
versus baseline VEGET .5 mg 44 86" 11.0%=
manthly {15043
Sty 1 G4.4%, OA 00gFs a5 103 G5, 1%%F= 35 VEGTFT 2 mg moenthly 44 11.4%= 13.1%=
Study 2 94.4% 96.3%%° 95.6%°* 95, 6% (2Q4)
Muan improveement. in vision® {letlersy al 32 woecks versus VI 2 evory B 42 B o g
hageline (p-value vs R4 weeks!?! (208)
VEGIT 2 mg as 43 10.3%= 12.0%®
Sty 1 51 6.9 (NS) 104 (p =00l THINE) necded®! (PRN)
Study 2 9.4 A7 (N5 T (N5 BRGNS Al
[“]Eollowj.ng thuee nitial menthly deses
I”']"n]lm\-ing Thwee imitia] monthly doses o L0T versuy laser
*Wisual seuily was medsuved wx the 1otal number of lelers read comrectly on the Tarly
“Treatrnent Diabetic Retinopathy Study (T7TTRSY eye chart, I his dv. 1l isual R P — ~lieved il
Febtatistically non- inforicr based on 2 nen-inferiority margin of 19%, vaing conficone: n this smdy, the visual acuity gains achieved Wit
i T'nl -.;:11111-\:1-.{;_'}1 r‘Jﬁhl Wi arel 3% [or Study 1 and Sludy 2, vespectively) VEGFT administration at week 24 were Mmaintained or
s ar supcrlarity . R . -
NS = non-sigmificant 45 numcrlcally improved up 1o colnplcll(:‘n ol the study al week
52 in all VG study groups. including 2 mg dosed every

In Study 1, patients receiving VEGEFT 2 mg monthly other month
(2()4) achieved a statistically significant greater mean As demonstrated in the foregoing Examples, the admin-
improvement in visual acuily at week 52 versus baseline istration of VEGFT to patients sutfering from angiopenic
(sccomdary endpeint), compared 10 ranibizumab 0.5 mg 5o eye disorders (eg. AMIY and DM al a frequency of once
monthly (RQ4): patients recciving V1G] 2 mg monthly on every 8 woeeks, [ollowing a single initial dose and two
average pained 10.9 lemers, compared to a mean 8.1 letter  secondary doses administered four weeks apart, resulted in
gain with ranibizumab 0.5 mg dosed every momth (p<0.01). significant prevention of moderate or severe vision loss or
All other dose groups of VEGET in Study 1 and all dose improvements in visual acuity.
groups in Sludy 2 were not statistically different [rom 35
ranibizomab 1o this secondary endpoin. Example 6: A Randomized, Multicenter,

A generally favorable safety profile was observed for both Double-Masked Trial in Treatment Naive Patients
VEGFT and ranibizumab. The incidence of ocular treatment with Macular Edema Secondary 1o CRVO
emergent adverse events was balanced across all lour treat-
ment groups in both studics, with the most [requent events 60 In this randomized. double-masked. Phase 3 study,
associated with the injection procedure, the vnderlyving dis- patients received 6 monthly injections of either 2 mg intra-
ease, and/or the aging process. The most frequent ocular vitreal VEGFT (114 patients) or sham injections (73
adverse cvenls were conjunclival hemorthage, macular patients). lirom Week 24 0 Week 52, all patients received 2
degencration. ¢ye pain, relinal hemorrhage. and vitreous mg V]G as-needed (PRN) according o retreatment cri-
floaters. The most frequent serious non-ocular adverse 65 leria. Thus, “sham-treated patienls”™ means patients who

events were typical of those reported in this elderly popu-
lation who recerve intravitreal treatment for wet AMD; the

received sham injections once every four weeks trom Week
0 through Weel 20, followed by intravitreal VEGET as
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needed from Week 24 through Week 32, “VEGFTareated
palients” means patients who received VEGHT intravitreal
injections once every lour weeks from Week 0 through Weck
20, lollowed by intravitreal VEGHT as needed from Week
24 through Week 52. The primary endpoint was the propor-
tion of patients who gained =15 ETDRS letters from base-
line at Week 24, Scecondary visual, anatomic. and Quality ol
Lile NI W1(3-25 outcomes al Wecks 24 and 532 were also
evaluated.

At Week 24, 56.1% of VEGF T-1reated patients gained =15
ETDRS letters from baseline vs 12.3% of sham-treated
patients  (P=0.0001). Similarly. at Week 52, 353% ol
V1GL -treated  patients gained =15 letlers vs 30.1% ol
sham-treated patients (I><10.01). At Week 52, VEGF T-treated
patients gained a mean of 16.2 letters vs 3.8 letters for
sham-treated patients (['<0.001). Mean number of injections
was 2.7 [or VIIGL [-treated patients vs 3.9 lor sham-treated
patients. Mean change in central relinal thickness was
—413.0 pm for VEGFT-treated patients vs -381.8 um tor
sham-treated patients. The proportion of patients with ocular
neovascularization al Weck 24 were 0% [or VEG =treated
paticnts and 6.8% lor sham-trealed patients. respectively; at
Week 52 aller receiving VEGHT PRN. proportions were 0%
and 6.8% for VEGFE T-treated and sham-treated. At Weel 24,
the mean change from baseline in the VFQ-25 total score
was 7.2 vs 0.7 Jor the VEGE =treated and sham-treated
groups: al Week 32, the scores were 7.5 ws 3.1 for the
VEGFT-treated and sham-treated groups.

This Example confirms that dosing monthly with 2 mg
travitreal VEGET injection resulted in a statistically sig-
nificant improvement in visual acuily al Weck 24 thal was
maintained through Week 52 with PRN dosing compared
with sham PRN treatment. VEGFET was generally well
tolerated and had a generally favorable safety profile.

lixample 7: Dosing Regimens

Specific, nop-limiting examples of dosing regimens
within the scope of the present invention are as follows:

VIGET 2 mg (0,05 ml) adminislered by intravitreal
injection once every 4 weeks (monthly).

VEGET 2 mpg (0.5 ml) administered by intravitreal
ijection once every 4 weeks for the first 8 weeks, followed
by 2 my (0.05 mL) via intravitreal injection once every &
woeks.

VIGET 2 mg (0.5 ml) administered by intravitreal
ijection once every 4 weeks for the first 8 weeks, followed
by 2 mg (0.05 ml) via intravitreal injection on a less
[requent basis based on visual and/or analomical oulcomes

(as asscssed by a physiclan or other qualilied medical =

pralessional).

VEGET 2 mpg (0.5 ml) administered by intravitreal
ijection once every 4 weeks for the first 8 weeks, followed
by 2mg (0.05 ml ) via intravilreal injection administered pro

re nata (PRN) based on visual and/or analomical oulcomes s

(as assessed by a physician or other qualified medical
professional).

VEGET 2 mpg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the first 12 weeks, lollowed
by 2 mg (0.05 ml) via intravilreal injection omce every 8
weeks.

VEGET 2 mpg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the first 12 weeks, lollowed
by 2 mg (.05 ml) via intravitreal njection on a less
[requent basis based on visual and/or analomical oulcomes
(as assessed by a physician or other qualified medical
professional).

[

1
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VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 12 wecks. [ollowed
by 2 mg {0.05 ml.} via intravitreal injection administered pro
re nala (PRNY based on visual andior analomical oulcomes
{as assessed by a physician or other qualified medical
professional).

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 16 wecks. [ollowed
by 2 mg (0.05 mL) via intravitreal injection once every 8
weeks,

VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 16 wecks. [ollowed
by 2 mg (0.05 ml.}) via intravilreal injection on a less
frequent basis based on visual and/or anatomical cutcomes
{as assessed by a physician or other qualified medical
professional ).

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 16 wecks. [ollowed
by 2 mg (0.05 mL ) via intravitreal injection administered pro

20 re nata (PRN) based on visval and/or anatomical outcomes

{as assessed by a physiclan or other qualified medical
professional ).

VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the firet 20 weeks, followed
by 2 mg (0.05 mL) via intravitreal injection once every 8
weceks.

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the firet 20 weeks, followed
by 2 mg (0.05 mL) via intravitreal injection on a less
requent basis based on visual andfor anatomical oulcomes
{as assessed by a physiclan or other qualified medical
professional ).

VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the firet 20 weeks, followed
by 2 mg {0.05 ml.} via intravitreal injection administered pro
re nala (PRNY based on visual andior analomical oulcomes
{as assessed by a physiclan or other qualified medical
professional).

VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 24 wecks. [ollowed
by 2 mg (.05 ml.) via intravitreal injeclion once cvery 8
weeks,

VEGFT 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the first 24 weeks, followed
by 2 mg (0.05 ml.}) via intravilreal injection on a less
requent basis based on visual andfor anatomical oulcomes
{as assessed by a physician or other qualified medical
professional).

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 24 wecks. [ollowed
by 2 mg {0.05 ml.} via intravitreal injection administered pro
re nata (PRN) based on visval and/or anatomical outcomes
{as assessed by a physician or other qualified medical
professional ).

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the firet 28 weeks, followed
by 2 mg (0.05 mL) via intravitreal injection once every 8
weeks,

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks lor the (irst 28 wecks. [ollowed
by 2 mg (0.05 mL) via intravitreal injection on a less
frequent basis based on visual and/or anatomical cutcomes
{as assessed by a physiclan or other qualified medical
professional ).

VIEGET 2 mg (0.5 ml) administered by intravitreal
injection once every 4 weeks for the firet 28 weeks, followed
by 2 mg (0.05 mL ) via intravitreal injection administered pro
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re nata (PRN) based on visual and/or anatomical outcomes _continued
(as asscssed by a physiclan or other qualificd medical
pralessional). SEQUENCES

VIGIT 2 mg (005 ml) administered by intravitreal CTATCTCACACATCGRCARRCCARTACAATCATAGATET GETTCTGAGTC
injection as a single initial dose, followed by additional * ceTcToATGEARTTCRAACTATCTGTTEGAGRARRGC TTGTCTTARATTGT
doses administered pro re nata (PRN) based on visval and/or ACAGCARGRACTGARCTARAT GTEEARAT TRACTTCARC TEGGARTACCT
anatomical outcomes (as assessed by a physician or other TTCTTCGRAGCATCAGCATRAGRRAC TTGTAAACCEAGRCC TARRRACCE

. . - . - - AGTCTEEEAGTEAGATERAACA LA TTTTTEGRASCACCTTARC TATASATGST
qualificd medical prolessional). GTARCCOGGEAGTEACCARGGATTGTACACC TGTGCAGCATC CAGTGEECT

Variations on the above-deseribed dosing regimens would AT A R AR AR CACCAC AT TG TC AGGE T CCATHARR AOCACARRE
be appreciated by persons of ordinary skill in the art and are 17 CTCACACATGOCCACCGTECCCAGCACCTARACTCCTAERGGGACCETCR

also within the scope of the present invention, For example, GTCTTCCTCTTOCC OO AR AC CCARGEACAC OO TCATGATCTCCCGERT
S i ; " . L COOTHAGE TC ACA TG OO TGET G TEEAC G THAGC CACGAAGRCCC TEAGE
the amount ol V1IIGL T andfor volume ol formulation admin-

TCALSTTCAAC TEETACGTEEACGECETGEAGETECATAATEC CARGACE

islered to a patienl may be varied based on patient charac- A OO CAGCAGCACTEC AR CAGCACE TACCUTC TR T CAGCETONT
leristics, severily ol discase, and other diagnostic assess- CACCOTCCTECACCASGAC TREC TRART GECARGERGTACAAGTECARGS

TCTCCAACAAAGCCCTCCCAGCCCCCAT CEAGARAACCATC T CARAGOT
EAACGGURGCCOCGAGAACCACRGETGTACACCOTGUCOOCAT COUGEGR

—
L

ments by a physician or other qualified medical professional.

Aﬂ}f of the foregoing administration repimens may be TEAGCTEACCARGARCCAGOT CAGCC TRAC CT G CT AT CARAGECTTCT
used lor the treatment of, c.g.. age-relaled macular degen- BT A G A T O 0 BT A TaC A G A G AR TE GG AG OO CUACARC
cration (e.g., wol AMI. exudative AMID. cte). retinal vein BACTACARGACCACGCOTCOCG TGO TGOAC TOCGRCGECTCOTTCTTOCT

CTACAGCAAGC TCACCETEAACARGAGCAGETEICAGCAGEEGALCGETCT
TCTCAT GO TOCGT GATGCATGAGGU TCT GCACAR CCACTACROGCRGARG
AGCCTCTCCCTETCTCOCGEETARLATER

occlusion (RVO), central retinal vein occlusion (CRV();
e.g., macular edema following CRV(), branch retinal vein 27
oeclusion (BRVO), diabetic macular edema (DME), chor-

oidal neovascularization (CNV: cg., myoplc CNVYL iris SEQ ID No: 2 {polypeptide sequence haying 458
neovascularization. neovascular glaucoma.  post-surgical amino acids) :

. o R, . . MY SY#DTGVLLCALLSCLLLTGS SSGSDTERPFYEMYSE I PEI THMTEGE
fibrosis in glaucoma, proliferative vitreoretinopathy (PVR), 51 peryToPNI TVILKKFPLDTLI PDGKRI IRDSRKGFT ISHATYKEL
optic disc neovascularization, corneal neovascularization, 23 @LLICEATVNGHLYKTNYLTHRQINTIIDVVLSPSHEIELSVGEKLVLNC
retinal neovascularization. vitreal neovascularization. pan- TARTELNVGIDFNWEYP S5 KHOHEKLVNRD LK TQSGS EMEKFLSTLT IDG

VTRSDOGLYTCRASSGLMTEENS TFVEVHEEDETHT CPPCPAPELLGGES
VFLFPPFKPEOTLMIESETPEVT CVVVDVSEHEDPEVEFHWTWVDEVEVHNAKT
KPREEQYNSTYRW WS VLTV LHODWLNGKEY KOKV SNKALPRPIEKTI S KR
KGOPEREPQVYTLFPEEDELTEHNOVELTCLYEGFY PEDIAVEWESHEOPEN

nus, plerygium, vascular retinopathy. cle.

SEQUENCES 30 HYKTTPPVLDSDESFFLYS KL TVDKSEWCQOTVFSC SVMHERL HHY TQK
SLELSPGE
SEQ ID HNO: 1 (CNZ segquence having 1377
nucleoctides) :
ATSGTCAGC TACTEEGACACCEEEETCC TGO TETECECECTECTCAGCTE The present inventlon is nol o be limiled in scope by the
TCTECTTC TCACASGATCTASTTCCOGARGTOATACCGETAGACC TTTCG speciﬁc embodunents described herein. Indeed, various

TAGAGRTGTACAGTGARRTCCCOGRRAATTATACACATGAC TGARGGRAGE a5
GAGCTCETCATTCCCTECCGEETTACGTCACC TAACAT CACTSTTACTTT
ALAARAETTTOCACTTEACAC TTTEAT CCC TEATGEAAALCGUATALTCT

madifications of the invention in addition to those described
herein will become apparent o those skilled in the arl [rom

A EGT A A AGGECTTOE TC AT AT CEAA TGO AR CETACAR ARARETA the loregoing description and (he accompanying FIGURLES.
GGRECTTCTEACC TETEARGCARCAGTCARTGEGCAT TTETATARGACARA Such modifications are intended to fall within the scope of

the appended claims.

SEQUENCE LISTING

<la0=> NUMBER OF SEQ ID NOS: 2

<210> SEQ ID MO 1

<211+ LEMGTH: 1377

<212> TYPE: DHA

<213 ORGRENISM: Rrtificial Sequence
«220= FEARTURE-

<223 > OTHER INPCEMATION: Synthetic

<400= SEQUENCE: 1

atggtoaget actgggacas oggugtocty otgtgogage tgotoagoty totgettate 50
acaggatcta gttcocggaag tgataccoggt agacctttocg tagagatgta cagtgaaatco 120
cocgaaatta tacacatgac tgaaggaagg gagcotocgtca ttocococtgoocg ggttacgtca 120
aotaacatea ¢Lgttacttit aaaaaagbtt oacttgaca otttyataoe tgatygaaaa 240
egeataatot gggacagtag aaagggotte atcatatcaa atgoaacgta ¢aaagaaata 300
gggcttcotga coctgtgaage aacagtcocaat gggoatttgt ataagacaaa ctatctcaca 280
catogacaaa ¢caatacaat catagatytyg gttotgagte ogtotcatgyg aattygaacta 420
totgttygag aaaagoettgt ottaaattgt acdagoaagaa otgaactaaa tgtggggatt 480
gacttcaact gggaataccc ttcttcocgaag catcagocata agaaacttgt aaacogagac E40
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-continued
ctasaaasss agtotggyag tgagatgaag aaatttttga goacttaad tatagatggt SO0
gtasaccdgyga gtgaccaagy attgtacaos tgtgoagoat acagtygget gatgaocaay SED
aagaacagca catttgtcag ggtccatgaa aaggacaaaa ctcacacatg cocacogtge 720
coagoacctyg aactcoctggg gggaccgtca gtcottoctot toccoccaaa acccaaggac 780
acoctcatya totooogyas coctgagyte acatgoegtyy tggtygacyt gagocacgaa 540
gacoetgagy toaayttoaa otggtacyty gacggoegtyy aggtyeataa tgocaagaca Qo0
aagcogoggg aggagocaghta caacagoacg taccgtgtgg tcagogtcooct cacogtoctg Q&0
caccaggact ggcoctgaatgg caaggagtac aagtgeoaagg tcotccaacaa agocctocca 1020
gqoooaecatag agaaaaceat oboCaaagad aaagggoags aoogagaacs acagytgtac 1080
acoctgoaoe catoeoogyga tyagotgaas aagaaddagy toagoeotgas ctgootggta 1140
aaaggcttct atcccagcocga catcgeoogtg gagtgggaga goaatgggoa gocggagaac lzo0
aactacaaga ccacgoctco cgtgctggac toocgacggct octtottoot ctacagoaag 1z60
ctoaccgtyg acaagagoag gtggoagoag gygaacgtot totcatgoto ogtgatgeat 13220
gaggctctge acaaccacta cacgcagaag agoctctocooc tgtcoctoocggg taaatga 1277

<210= SEQ ID NO 2
H: 453

«211» LEMNGT
<212>= TYFPE:

FET

<213 ORGRENISM. Rrtificial Sequence

<2Z0>= FEATW
<2Z3= OTHER

RE:

INFORMATICH: Synthet

400> SEQUENCE:

et Val Ser
1

Cys Leu Leu

Phe Val Glu
k1

Gly Arg Glu
D]

Wwal Thr Leu

Arg Ile Ile

Tyr Lva Glu

Leu Tvr Lva
115

Agp Wal Val
120

Lya Leu Wal

Agp Phe Asan

Wal Asn Arg

Leu Ser Thr

195

Tyr Thr Ova
210

Tvr

Leu

20

Met

Leu

Lys

Trp

Ile

100

Thr

Leu

Leu

Trp

Aap

pR=1s]

Leu

Z

Trp

)

Thr

Tyr

Val

Lys

Zaop

Gly

Ean

Ser

Ean

Glu

1&58

Leu

Thr

Ela

Eap Thr Gly

dly Ser Ser

Ser @lu Ile
40

Ile Pro Cys
=11

Phe Pro Leu

70

Ser Arg Lys

Leu Leu Thr

Tvr Leu Thr
1zo

Fro Ser Hig
135

Cvg Thr 2Zla

Tvr Fro Ser

Lve Thr Gln

Ile Zap Gly

Z00

Ser Ser Gly
Z1&8

iz

'\Ia l
Ser
Z5

Fro

Gly

Cye

105

Hig

Gly

Eryg

der

der

18&8

'\Ia l

Leu

Leu

1o

Gly

Glu

val

Thr

Phe

a0

Glu

Eryg

Ile

Thr

Lye
170
Gly

Thr

Mat

Leu

Ser

Ile

Thr

Leu

75

Ile

Ela

Gln

Glu

Glu

185

Hism

der

Erg

Thr

Cye Ala Leu

Asp Thr Gly &

z0

Ile His Met
45

Ser Pro Asn

Ile Pro Asp

Ile Ser &sn

Thr Val Asan
114

Thr asn Thr

Leu Ser Wal
1440

Leu Agn Val

Gln His Lys

Glu M=t Lva

190

Ser Agp Gln

Lya Lys Asan
220

Leu Ser

Thr Glu

Ile Thr

Gly Lys

24

Ala Thr

o5

Ile Ile

Gly Glu

Gly Ile

&0
Lva Leu
175
Lva Phe

Gly Leu

Ser Thr
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-continued

Hism
235

Glu
Z30

Phe Hig Thr

225

Wal Wal Lve Zsp Lys

Glu Zer Val Phe Leu

280

Leu Leu Fro

245

Pro Pro Gly Gly

Lys Pro Thr Leu Met Ile Zrg Thr Pro Glu

wal Val Val Glu

280

Ser Glu Val Lys

285

Wwal
2940

s Val Slu val

235

Thr
3040

Tvr Lys

Glu
305

Gln Thr

210

Val Ser Val Leu

315

Ty Ser Tyr &rg Val

Gln Leu Zan Glu

225

Aap Trp Gly Lye Tvr

230

Lya Cya Lya

Pro 2la Pro Ile Glu Thr Ile Ser

40

Lya Leu Lye

245

Lya

Gln Glu Gln Val Thr Ser

265

Pro & Fro Tvr Leu FPro Pro

260

Thr
270

Gln Val Thr Wal

Za0

Zer Leu Leu

378

Leu Lya

Ile 2la Val

290

Glu Glu Een Gln

355

Ser Trp

Thr Thr

405

Ty Pro Pro Val Leu AsSp Ser Gly

Tyr Ser Lys Leu Thr Val Z Gln

420

Lys
425

Wwal Phe Ser Ser Val Met Glu Ala Leu

435

Ty

Gln Ser

455

Lys Ser Leu Ser Leu

450

Gly

Thr ¢ys Pro Pro

Phe

Wwal

270

Fhe

Fro

Thr

Wal

Gly

Pro

Ser

Gln
420

Cva
240

Pro

Glu

Wal Leu

320

Ser
335

Gly

Glu

Phe

Glu Aan

400

Fhe
415

Fhe

Gly

Tyr Thr

What is claimed is:

1. A method for treating age related macular degeneration
in 4 patient in need thereol, comprising intravitreally admin-
islering, o said patient. an cllective amount ol allibereept
which is 2 mg approximately every 4 weeks for the first 3
months, followed by 2 mg approximately once every 8
woeeks or once every 2 months.

2. The method of claim 1, wherein the age-relaied macular
degeneration is neovascular (wet).

3. The method of claim 2 wherein the patient loses less

than 15 letlers of 13est Correcled Visual Acuily (13CVA) =

HOATE.

4. The method of claim 3 wherein Best Corrected Visual
Acuity (BCVA) is according to Barly Treatment Diabetic
Retinopathy Study (17T1IRS) letler score.

5. The method ol elaim 2 wherein the patient gains al least s

15 letters of Best Corrected Visual Acvity (BCVA) score.

&. The method of claim § wherein Best Corrected Visval
Acuity (BCVA) is according to Barly Treatment Diabetic
Retinopathy Study (17T1IRS) letler score.

7. The method of ¢laim 1, wherein approximately cvery 4
weels comprises approximately every 28 davs or approxi-
mately monthly.

8. The method of ¢claim 7, wherein the age-relaied macular
degencration is neovascular (wet).

9. The method of claim 8 wherein exclusion crileria lor
the patient include (1) active intravcular inflammation; or (2)
active ocular or periocular intection.

40

45

Gl

G5

10. A method for treating diabetic macular edema in a
patient in need thereof, comprising intravitreally adiminis-
lering, 1o said patient, an cllfeclive amount ol allibereepl
which is 2 mg approximalely every 4 weeks lor the first 3
injections lollowed by 2 myg approximalely once cvery 8
weeks or once every 2 months.

11. The method of ¢laim 10, wherein approximately every
4 weeks comprises approximately every 28 days or approxi-
mately monthly.

12, "The method ol ¢laim 1. Turther comprising, alier 20
wocks, administering, via intravitreal injection. 2 mg of
aflibercept once every 4 weeks.

13. The method of ¢laim 10 wherein the patient loses less
than 13 leiters ol Best Corrected Visual Acuity (BOVA)
COTC.

14, The method of claim 13 wherein Best Corrected
Visval Acvity (BCVA) is according to Early Treatment
Diabetic Retinopathy Study (ETDRS) letter score.

15. The method of claim 10 wherein the palient gaing al
least 15 letters ol Best Corrected Visual Acuily (BOVA)
score,

16. The method of claim 15 wherein Best Corrected
Visual Acuily (BOVAY is according to Larly lreatment
Diabetic Retinopathy Study (1°TDRY) letler score.

17. The method ol elaim 10 wherein exclusion criteria lor
the patient include (1) active intraccular intlammation; or(2)
active ocular or periocular infection.
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18. A method for treating diabetic retinopathy in a patient
in need thereofl, comprising intravitreally administering. (o
said patient, an elTective amount ol allibercepl which is 2 mg
approximalely every 4 woecks for the first 3 injections
followed by 2 mg approximately once every 8 weeks or 2
mounths.

19. The method of claim 18, wherein approximately every
4 wocks comprises approximalely every 28 days or approxi-
malely monthly.

20. The method of claim 19 wherein Best Corrected
Visual Acuity (BCVA) is according to Early Treatment
Diabetic Retinopathy Study (1TTTIRE) letier score.

21. The method of claim 18, [urther comprising. aller 20
woeks, adminislering, via Intravitreal injection. 2 mg ol
aflibercept once every 4 weeks.

22. The method of claim 18 wherein the patient loses less
than 15 letlers of Best Correctled Visual Acuity (130CVA)
SCOTC.

23. The method of claim 18 wherein the patient gains at

least 15 letters of Best Corrected Visual Acvity (BCVA) 2

seore.

24. The method ol claim 23 whercin Best Correcled
Visual Acuity (3CVA) is according o Dlarly Treatment
Diabetic Retinopathy Study (ETDRS) letter score.

25, The method of claim 18 wherein exclusion criteria for
the patient include (1) active intraocular inflammation: or (2)
aclive ocular or perivcular infeetion.

26. A method [or trealing diabelic retinopathy in a patient
with diabetic macular edema, who is in need of such
treatment, comprising intravitreally administering, to said
patient, an cllective amount ol aflibercept which is 2 mg
approximalely every 4 woecks for the first 3 injections
lollowed by 2 mg approximalely once every 8 wecks or 2
mounths.

27. The method of ¢claim 26, wherein approximately every -+

4 wocks comprises approximalely every 28 days or approxi-
malely monthly.

28. The method of claim 26, further comprising, after 20
weels, administering, via intravitreal injection, 2 mg of
aflibercept once every 4 weeks.

29. "The method of claim 26 wherein the patient loses Tess
than 15 letlers of Best Correctled Visual Acuity (130CVA)
seore.

30. The method of claim 29 wherein Best Corrected
Visual Acuity (3CVA) is according o Dlarly Treatment
Diabetic Retinopathy Study (1TTTIRE) letier score.

31. The method ol claim 26 wherein the patient gaing at
least 15 letters of Best Corrected Visval Acuity (BCVA)
seore.

32. The method ol claim 31 whercin Best Correcled *

Visual Acuity (3CVA) is according o Dlarly Treatment
Diabetic Retinopathy Study (ETDRS) letter score.
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33. The method of claim 26 wherein exclusion criteria for
the patient include (17 active intraocular inflammation; or (2)
aclive ocular or periocular inlection.

34. A method for treating an angiogenic eve disorder in a
patient in need thereot, said method comprising administer-
ing 1o the patient an eflective sequential dosing regimen ol
a single initial dose of a VIIGL antagonist, [ollowed by one
or more sccondary doses of the VG antagonist, [ollowed
by one or more tertiary doses of the VEGFE antagonist;

wherein each secondary dose iz administered 4 weeks

aller the immediately preceding dose; and

wherein cach lertiary dose is administered 8 wecks alier

the immediately preceding dose;

wherein the VEGF antagonist is a receptor-based chime-

ric molecule comprising

an immunoglobin-like (Ig) domain 2 ol a first V9EGIE

receplor which is VEGIRT and an lg domain 3 ol a
second VEGF receptor which is VEGFR2, and a mul-
Timerizing component.

35, "The method of claim 34 wherein the VEGH antagonist
is allibereepl.

36. The method ol ¢laim 35 wherein exclusion criteria lor
the patient include (1) active intraccular intlammation; or(2)
active ocular or periocular infection.

37. The method of claim 34, wherein all doses ol the
VEGE antagonist are administered to the patient by
intraccular administration.

38. The method of claim 37, wherein the intraocular
administration is intravitreal administration.

39, The method of claim 38, wherein all doses ol the
VG antagonist comprise [rom aboul (0.5 myg 1o aboul 2 mg
of the VEGF antagonist.

40. The method of claim 39, wherein all doses of the
VG antagonist comprise 0.5 mg ol the V9EGL antagonisi.

41. The method of claim 39, wherein all doses ol the
VG antagomist comprise 2 mg of the VG anlagonist.

42. The method of ¢laim 34, wherein the angiogenic eve
disorder is selected from the group consisting ot age related
macular degeneration. diabelic retinopathy. diabelic macular
cdema. central retinal vein occlusion. branch retinal vein
occlusion, and corneal neovascularization.

43. The method of claim 34 wherein the angiogenic eve
disorder is age related macular degeneration.

44. "The method of claim 43 wherein all doses of VG
antagonist comprise (.5 mg ol the VEGIE antagonist.

45. The method of claim 43 wherein all doses of VEGF
antagonist comprise 2.0 mg of the VEGFE antagonist.

46. The method of claim 34 wherein the angiogenic eve
disorder is diabelic retinopathy.

47. The method of claim 34, wherein the angiogenic eye
disorder is diabetic macular edema.
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