CLAIMS

1. A pegylated or unpegylated aptamer and an anti-VEGF agent for use in a methog/of
treating, stabilizing and/or preventing macular degeneration, wherein the pegylated
unpegylated aptamer binds to C5 complement and has a sequence of SEQ ID NOy4 and the
pegylated or unpegylated aptamer and the anti-VEGF agent are for sequential gf substantiaily

simultaneous administration.

2. The pegylated or unpegylated aptamer and anti-VEGF agent §4r use in a method of
treating, stabilizing and/or preventing macular degeneration according to claim 1, wherein the
pegylated or unpegylated aptamer or the anti-VEGF agent is agfninistered by ocular
administration, intravitreal administration, or peri-ocular adinistration.

3. The pegylated or unpegylated aptamer and anffC VEGF agent for use in a method of
treating, stabilizing and/or preventing macular degéneration according to claim 1 or claim 2,
wherein the pegylated or unpegylated aptamer gf the anti-VEGF agent is present in a depot

formulation.

4, The pegylated or unpegylated Aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventifig macular degeneration according to any one claims 1 to 3,
wherein the pegylated or unpegglated aptamer and the anti-VEGF agent are administered in an
amount effective to maintairyat least the same level of visual acuity of the subject as compared to
the subject's visual acuitydevel prior to administration of the pegylated or unpegylated aptamer
or the anti-VEGF agef.

5. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabflizing and/or preventing macular degeneration according to any one claims 1 to 4,
wherein tfe pegylated or unpegylated aptamer and the anti-VEGF agent are administered in an
amouny effective to improve the level of visual acuity in the subject relative to the subject's level

of yfsual acuity prior to pegylated or unpegylated aptamer or anti-VEGF agent administration.
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6. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing macuiar degeneration according to any one of claims

5, wherein the aptamer is pegylated.

7. The pegylated or unpegylated aptamer and anti-VEGF agent foruse inam
treating, stabilizing and/or preventing macular degeneration according to claim &, wherein the
pegylated aptamer has a sequence of SEQ ID NO: 5, SEQ ID NO: 61, SEQ [P NO: 62, SEQ ID
NO: 65, or SEQ ID NO: 67.

8. The pegylated or unpegylated aptamer and anti-VEGF ageng/for use in a method of
treating, stabilizing and/or preventing macular degeneration accgfding to claim 6, wherein the

aptamer has the structure:

5' Aptamer 3°

O—C-
20 kDa mPEG—Oj—
20 kDa mPEG—0O

where vwwweindicates a linker, and
Aptamer =
FCmGICFCGICGmGIUCIUCmAT GICGICIUMGmMmAmMGIUfCf UMGmMAmGIUfUTUALCE
CfUmGfCmG-3T (SEQ ID NO:4) Avherein fC and fU = 2'-fluoro nucleotides, mG and mA = 2'-
OMe nucleotides, all other nuclgbtides are 2'-OH, and 3T indicates an inverted deoxythymidine.
9. The pegylated or yfipegylated aptamer and anti-VEGF agent for use in a method of

treating, stabilizing angfor preventing macular degeneration according to claim 8, wherein the
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11.  The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing macular degeneration according to any one of claims

10, wherein the aptamer has the structure:

0 0
11 /\/\/\/0\ i
O—C—N P~
- O-5' Aptamer
20 kDa mPEG——-o:r H o P

20 kDa mPEG—O

Aptamer={fCmGIC{CGICmGmGIUICIUICmAMGmGICGICIUmG GIUfCUmGmAmMGIU

fUfUAFCECI UmGICmG-3T (SEQ ID NO: 4),
wherein fC and fU = 2'-fluoro nucleotides, and mG and gdA = 2'-OMe nucleotides and all

other nucleotides are 2' -OH and 3T indicates an inverted degxy thymidine.

12.  The pegylated or unpegylated aptamer and anti ¥EGF agent for use in 2 method of

treating, stabilizing and/or preventing macular degepration according to any one claims 1 to 11,

wherein the anti-VEGF agent is an antibody or aptibody fragment,

I3.  The pegylated or unpegylated aptapder and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing mpcular degeneration according to any one claims 1 to 12,

wherein the anti-VEGF agent is raniizumab or bevacizumab.

14.  The pegylated or unpegdylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or greventing macular degeneration according to any one claims 1 to 13,

wherein the aptamer ang/the anti-VEGF agent are present in separate compositions.

15.  The pegyldted or unpegylated aptamer and anti-VEGF agent for use in a method of

treating, stabilfzing and/or preventing macular degeneration according to any one of claims 1 to

13, whereip/the aptamer and the anti-VEGF agent are present in the same composition.
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16.  The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing macular degeneration according to any one claims { t

wherein the macular degeneration is age-related macular degeneration (AMD).

od of

, wherein the

17.  The pegylated or unpegylated aptamer and anti-VEGF agent foruseinam
treating, stabilizing and/or preventing macular degeneration according to claim

AMD is non-exudative AMD.

18.  The pegylated or unpegylated aptamer and anti-VEGF agent fof use in a method of
treating, stabilizing and/or preventing macular degeneration accordiig to claim 16, wherein the
AMD is exudative AMD.

19.  Use of a pegylated or unpegylated aptamer in the planufacture of a medicament for
treating, stabilizing and/or preventing macular degenegtion, wherein the pegylated or
unpegylated aptamer binds to C5 complement and [#s a sequence of SEQ ID NO: 4, and wherein
the medicament is administered sequentially or gdbstantially simultaneously with an anti-VEGF

agent.

20.  The use according to claim 19, #herein the medicament is administered by ocular

administration, intravitreal adminis@ation, or peri-ocular administration.

21.  The use according to glaim 19 or claim 20, wherein the medicament is present in a depot

formulation,

22.  The use accpfding to any one of claims 19 to 21, wherein the medicament and the anti-
VEGF agent are Administered in an amount effective to maintain at least the same level of visual

acuity of the glibject as compared to the subject's visual acuity level prior to administration of the
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23.  The use according to any one of claims 19 to 22, wherein the medicament and the anti-
VEGF agent are administered in an amount effective to improve the level of visual acuity in fhe

subject relative to the subject's level of visual acuity prior to medicament administration.
24.  The use according to any one of claims 19 to 23, wherein the aptamer is pe

25.  The use according to claim 24, wherein the pegylated aptamer has a géquence of SEQ ID
NO: 5, SEQ ID NO: 61, SEQ ID NO: 62, SEQ ID NO: 65, or SEQ ID N¢¥ 67.

26.  The use according to claim 24, wherein the aptamer has the gtructure:

O-—&—HW Aptamoer 3°
20 kDa mPEG-———O:’-

20 kDa mPEG—0

where anasvwindicates a linker, and
Aptamer =
fCmGICFCGICmGmGIUCIUICmAMGmGALGICIUMGmAMGIUfCF UmGMAmGIUfUFUASCS
CfUmGICmG-3T (SEQ ID NO:4), whergfn fC and fU = 2'-fluoro nucleotides, mG and mA. = 2'-
OMe nucleotides, all other nucleotidey/are 2'-OH, and 3T indicates an inverted deoxythymidine,
26, wherein the linker is an alkyl linker.

27.  The use according to cla

28.  The use accordingAo claim 27, wherein the alkyl linker comprises 2 to 18 consecutive

CH> groups.

29.  The use gccording to any one of claims 26 to 28, wherein the aptamer has the structure:

Q_N/\/\/\/Q £
o= -O'P ~0O~5' Aptamer 3'
20 kDa mPEG—O

20 kPba mPEG—O
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Aptamer=fCmGfCFCGICmGmGIUfCIUICmAmGmGICGICIUmGmA mGIfUCIUMGmMAmMG
fUfUAFCECfUmMGICmG-3T (SEQ ID NO: 4),
wherein fC and fU = 2"-fluoro nucleotides, and mG and mA = 2'-OMe nucleotidegand all

other nucleotides are 2' -OH and 3T indicates an inverted deoxy thymidine.

30.  Theuse according to any one of claims 19 to 29, wherein the anti-VEGPagent is an

antibody or antibody fragment.

31.  The use according to any one of claims 19 to 30, wherein the afti-VEGF agent is

ranibizumab or bevacizumab.

32.  The use according to any one of claims 19 to 31, whegin the macular degeneration is

AMD,
33.  Theuse according to claim 32, wherein the AMD is non-exudative AMD.

34.  The use according to claim 32, whereifi the AMD is exudative AMD.
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CLAIMS

1. A pegylated or unpegylated aptamer and an anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type age-related macular degeneration (AMD),
wherein the pegylated or unpegylated aptamer binds to C5 complement and has a sequence of
SEQ ID NO: 4, wherein the anti-VEGF agent is an antibody or antibody fragment directed
against VEGF, and wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are

for sequential or substantially simultaneous administration.

2. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to claim 1, wherein the
pegylated or unpegylated aptamer or the anti-VEGF agent is administered by ocular

administration, intravitreal administration, or peri-ocular administration.

3. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to claim 1 or claim 2,
wherein the pegylated or unpegylated aptamer or the anti-VEGF agent is present in a depot

formulation.

4. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one claims 1 to 3,
wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are administered in an
amount effective to maintain at least the same level of visual acuity of the subject as compared to
the subject's visual acuity level prior to administration of the pegylated or unpegylated aptamer

or the anti-VEGF agent.

5. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one claims I to 4,
wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are administered in an
amount effective to improve the level of visual acuity in the subject relative to the subject's level

of visual acuity prior to pegylated or unpegylated aptamer or anti-VEGF ageﬁt administration.
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6. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one of claims 1 to

5, wherein the aptamer has the structure;

20 kDa mPEG—0Q
20 kDa mMPEG—0O

2 n
j-O—C—va 5' Aptamer 3'
or a salt thereof,
where nnwnns indicates a linker, and
Aptamer =
fCmGICICGICMGmGIUCIUICmAmGmGICGICIUmGmMAmGIUfCf UMGmMAmGIUfUfUASCE
CfUmG{CmG-3T (SEQ ID NO:4), wherein fC and fU = 2'-fluoro nucleotides, mG and mA = 2'-

OMe nucleotides, all other nucleotides are 2'-OH, and 3T indicates an inverted deoxythymidine.

7. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to claim 6, wherein the

linker is an alkyl linker.

8. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to claim 7, wherein the

alkyl linker comprises 2 to 18 consecutive CH; groups.

9. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one of claims 6 to

8, wherein the aptamer has the structure:

O 0
NN Y
o—C ﬁ - 'P\'O-S' Aptamer 3'

20 kDa mPEG——“O:r
20 kDa mPEG—O
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or a salt thereof,
Aptamer=fCmGfCICGICmGmGIUfCIUfCmAmGmGICGICIUMGmAmMGIUIICITUMmGmAmGIU
fUTUAfCFCIUmGECmMG-3T (SEQ ID NO: 4),

wherein fC and fU = 2'-fluoro nucleotides, and mG and mA = 2'-OMe nucleotides and all

other nucleotides are 2' -OH and 3T indicates an inverted deoxy thymidine.

10.  The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one claims 1 to 9,

wherein the anti-VEGF agent is ranibizumab or bevacizumab.

11. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one claims | to 10,

wherein the aptamer and the anti-VEGF agent are present in separate compositions.

12, The pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type AMD according to any one of claims 1 to

10, wherein the aptamer and the anti-VEGF agent are present in the same composition.

13.  Use of a pegylated or unpegylated aptamer in the manufacture of a medicament for
treating, stabilizing and/or preventing exudative type AMD, wherein the pegylated or
unpegylated aptamer binds to C5 complement and has a sequence of SEQ ID NO: 4, and wherein
the medicament is administered sequentially or substantially simultaneously with an anti-VEGF

agent that is an antibody or antibody fragment directed against VEGF.

14.  The use according to claim 13, wherein the medicament is administered by ocular

administration, intravitreal administration, or peri-ocular administration.
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15.  The use according to claim 13 or claim 14, wherein the medicament is present in a depot

formulation.

16.  The use according to any one of claims 13 to 15, wherein the medicament and the anti-
VEGF agent are administered in an amount effective to maintain at least the same level of visual
acuity of the subject as compared to the subject's visual acuity level prior to administration of the

medicament.

17.  The use according to any one of claims 13 to 15, wherein the medicament and the anti-
VEGF agent are administered in an amount effective to improve the level of visual acuity in the

subject relative to the subject's level of visual acuity prior to medicament administration.

18.  The use according to any one of claims 13 to 17, wherein the aptamer has the structure:

20 kDa mPEG—0O

QH
:|—o——c—Nw-v 5' Aptamer 3'
20 kDa mPEG—O

or a salt thereof,

where wwwwwe indicates a linker, and

Aptamer =
fFCmGICICGICmGmGIUCTUfTCmAmGmGICGICUMGmMAmGIUfCI UMGmAmGIUTUTUAFCE
CtUmGICmG-3T (SEQ ID NO:4), wherein fC and fU = 2'-fluoro nucleotides, mG and mA = 2'-

OMe nucleotides, all other nucleotides are 2'-OH, and 3T indicates an inverted deoxythymidine,
19.  The use according to claim 18, wherein the linker is an alkyl linker.

20.  The use according to claim 19, wherein the alkyl linker comprises 2 to 18 consecutive

CH, groups.

21.  The use according to any one of claims 18 to 20, wherein the aptamer has the structure:
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20 kDa mPEG—0O

l o—C-H - o5 Aptamer 3'
20 kDa mPEG—0

or a salt thereof,
Aptamer=fCmGfCICGICmGmGIUfCIUfCmAMGmGICGICIUmGmAMGIUfCIUmGmAmMmGU
fOUALCICITUmMGICmG-3T (SEQ ID NO: 4),

wherein fC and fU = 2'-fluoro nucleotides, and mG and mA = 2'-OMe nucleotides and all

other nucleotides are 2' -OH and 3T indicates an inverted deoxy thymidine.

22.  The use according to any one of claims 13 to 21, wherein the anti-VEGF agent is

ranibizumab or bevacizumab.

178




