CLAIMS

pegylated or unpegylated aptamer and an anti- VEGF agent for use in a method of
treating, Xabilizing and/or preventing exudative type age-related macular degeneration (AMD),
wherein the Wegylated or unpegylated aptamer binds to C5 complement and has a sequence of
SEQ ID NO: 4,\yherein 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 subsintially simultaneous administration.

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

administration, intravitreal administr&ion, or peri-ocular administration.

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

formulation.

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

or the anti-VEGF agent.

5. The pegylated or unpegylated aptamer and anti-VEGF agent for use in a¥gethod of

treating, stabilizing and/or preventing exudative type AMD according to any one c\ms [ to 4,
wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are administerd in an
amount effective to improve the level of visual acuity in the subject relative to the subjecg level

of visual acuity prior to pegylated or unpegylated aptamer or anti-VEGF ageﬁt administratio
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he pegylated or unpegylated aptamer and anti-VEGF agent for use in a method of

2 n
fo—c"w 5' Aptamer 3'

2\ kDa mPEG—O

or a salt thereof,
where nnanne indicates a linkerNand
Aptamer =
fCmG{CICGICMGmGIUCIUICmA.
CfUmGFCmG-3T (SEQ ID NO:4), wherdy

OMe nucleotides, all other nucleotides are

mGICGICIUmGmMAmGIUfCf UmGmAmG{UfUTUALCS
fC and fU = 2'-fluoro nucleotides, mG and mA = 2'-
OH, and 3T indicates an inverted deoxythymidine.
7. The pegylated or unpegylated aptamer and\uti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudative type WMD according to claim 6, wherein the

linker is an alkyl linker.

8. The pegylated or unpegylated aptamer and anti-VEGF N\gent for use in a method of

treating, stabilizing and/or preventing exudative type AMD accor¥ng 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 ust\n a method of

treating, stabilizing and/or preventing exudative type AMD according to any

8, wherein the aptamer has the structure:

O——C_ﬁ ~¢ "O—5' Aptamer 3'
20 kDa mPEG—0O

20 kDa mPEG—O
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whern {C and fU = 2'-fluoro nucleotides, and mG and mA = 2-OMe nucleotides and all

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

10.  The pegylated or unpggylated aptamer and anti-VEGF agent for use in a method of
treating, stabilizing and/or prevdting exudative type AMD according to any one claims 1 to 9,
wherein the anti-VEGF agent is raNbizumab or bevacizumab.

11.  The pegylated or unpegylated apt\mer and anti-VEGF agent for use in a method of
treating, stabilizing and/or preventing exudaWve type AMD according to any one claims 1 to 10,
wherein the aptamer and the anti-VEGF agent &g present in separate compositions.

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

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

13.  Use of a pegylated or unpegylated aptamer in the manufacturd\of a medicament for
treating, stabilizing and/or preventing exudative type AMD, wherein the\gegylated or
unpegylated aptamer binds to C5 complement and has a sequence of SEQ IR NO: 4, and wherein
the medicament is administered sequentially or substantially simultaneously wkh 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 ocul

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

forkqulation.

16. e use according to any one of claims 13 to 15, wherein the medicament and the anti-
VEGF agenhare administered in an amount effective to maintain at least the same level of visual
acuity of the suRject 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 administed in an amount effective to improve the level of visual acuity in the

subject relative to the subject'evel of visual acuity prior to medicament administration.
] p

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

B
O—-&—N‘W‘"ﬂ' 5' Aptamaer 3'
20 kDa mPEG—O
20 kDa mPEG—0O

or a salt thereof,
where awansw indicates a linker, and

Aptamer =
fFCmGICICGICmGmGIUICIUCmAMGmGICGICI UmGmAmMKUCTUMGmAmGIUfUTUALCE
CiUmGfCmG-3T (SEQ ID NO:4), wherein fC and fU = 2'-fluoro tiNcleotides, mG and mA = 2"-
OMe nucleotides, all other nucleotides are 2-OH, and 3T indicates an\averted 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

CH,; groups.

21.  The use according to any one of claims 18 to 20, wherein the aptamer has the struc
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]
H -~ TO—5 Aptamer 3'
20 kDa mPEG—0

20 kDa mPEG—0

or a salt thereo

Aptamer=fCmGINCGICmGmGIUCIUICMAmGmGICGICIUMGmAmGIUICIUmGmAmMGIU
G-3T (SEQ ID NO: 4),
wherein fC and NJ = 2'-fluoro nucleotides, and mG and mA = 2'-OMe nucleotides and all

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

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

ranibizumab or bevacizumab.



CLAIMS

1. A pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having 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 pegylated or unpegylated aptamer is for sequential or substantially simultaneous
administration with an anti-VEGF agent that is an antibody or antibody fragment directed against

VEGF.

2. The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having 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 for use in a method of improving visual acﬁity ina
human having exudative type AMD according to claim | or claim 2, wherein the pe’éylated or

unpegylated aptamer or the anti-VEGF agent is present in a depot formulation.- '

4, The pegylated or unpegylated aptamer for use in a metth.dr':'af improving visual acuity in a
human having exudative type AMD according to any one,ofﬁéfaims 1 to 3, wherein the aptamer

is pegylayted and has the formula:

20 kDa mPEG—O

?H
:l—O—C—Nm 5' Aptamer 3'
20 kDa mPEG—O

or a salt thereof,
where wwwww indicates a linker, and

Aptamer =
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fCmGICICGICmGmGIUfCIUfCmAmMGmGICGICIUMGmAmGIUfCIUMGmAmGIUfUTUATCE
CfUmGfCmG-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.

5. The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a

human having exudative type AMD according to claim 4, wherein the linker is an alkyl linker.

6. The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having exudative type AMD according to claim 5, wherein the alkyl linker comprises 2 to

18 consecutive CH; groups.

7. The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having exudative type AMD according to any one of claims 4 to 6, wherein the aptamer

has the structure:

'c') A SO pr

O—C~N o~ R
- O—5" Aptamer 3
20 kDa mpeedo:l H 0 P

20 kDa mPEG—0O

or a salt thereof,
Aptamer=fCmGICICGICmGmGIUfCIUFCMAMmGmGICGICUMGmAmGIUfCIUMGmAmMmG{U
fUTUAfCICIUmGICmG-3T (SEQ ID NQ: 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.
8. The pegylated or unpegylated aptamer t for use in a method of improving visual acuity in

a human having exudative type AMD according to any one claims 1 to 7, wherein the anti-VEGF

agent is ranibizumab or bevacizumab.
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0. The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having exudative type AMD according to any one claims 1 to 8, wherein the aptamer and

the anti-VEGF agent are present in separate compositions.

10.  The pegylated or unpegylated aptamer for use in a method of improving visual acuity in a
human having exudative type AMD according to any one of claims 1 to 8, wherein the aptamer

and the anti-VEGF agent are present in the same composition.

11.  Use of a pegylated or unpegylated aptamer in the manufacture of a medicament for
improving visual acuity in a human having 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.

12.  The use according to claim 11, wherein the medicament is administered by ocular

administration, intravitreal administration, or peri-ocular administration.
13.  The use according to claim 11 or claim 12, wherein the medicament is present in a depot

formulation.

14.  The use according to any one of claims 11 to 13, wherein the aptamer has the formula:

20 kDa mPEG—O

S H
:I'O— C—Nwe 5 Aptamer 3°
20 kDa mPEG—-0O

or a salt thereof,
where s indicates a linker, and

Aptamer =
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FCmGICICGICmGmGIUICIUfCmAMGmGICGICIUMGMAmGIUfCfUMGmAmGIUfUfUALCE
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.
15.  The use according to claim 14, wherein the linker is an alkyl linker.,

16.  The use according to claim 15, wherein the alkyl linker comprises 2 to 18 consecutive

CH; groups.

17.  The use according to any one of claims 14 to 16, wherein the aptamer has the structure:

0
II_ /\/\/\/0\ [

o—C-N _O'P ~O—5' Aptamer 3'

20 kDa mPEG—0

20 kDa mPEG—0O

or a salt thereof,
Aptamer=fCmGICICGICmGmG{UICIUICmAMGmGICGICIUMGMAmGIUCITUMGmAmGIU
fUTUACICIUMGECmG-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.

18.  The use according to any one of claims 11 to 17, wherein the anti-VEGF agent is

ranibizumab or bevacizumab.
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