
CLAIMS 

1. pegylated or unpegylated aptamer and an anti-VEGF agent for use in a method of 

treating, • 4bilizing and/or preventing exudative type age-related macular degeneration (AMD), 

wherein the 	gylated or unpegylated aptamer binds to C5 complement and has a sequence of 

SEQ ID NO: 4, 	herein the anti-VEGF agent is an antibody or antibody fragment directed 

against VEGF, an. wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are 

for sequential or subs ,ntially simultaneous administration. 

2. The pegylated or u . - gylated aptamer and anti-VEGF agent for use in a method of 

treating, stabilizing and/or pre 	nting exudative type AMD according to claim 1, wherein the 

pegylated or unpegylated aptame I r the anti-VEGF agent is administered by ocular 

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

3. The pegylated or unpegylated apta 	and anti-VEGF agent for use in a method of 

treating, stabilizing and/or preventing exudat 	type AMD according to claim 1 or claim 2, 

wherein the pegylated or unpegylated aptamer or 	e anti-VEGF agent is present in a depot 

formulation. 

4. The pegylated or unpegylated aptamer and anti-V • 	F 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-VE 	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 pegylate. i r unpegylated aptamer 

or the anti-VEGF agent. 

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

treating, stabilizing and/or preventing exudative type AMD according to any one c . ms I to 4, 

wherein the pegylated or unpegylated aptamer and the anti-VEGF agent are administe d in an 

amount effective to improve the level of visual acuity in the subject relative to the subjec , level 

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

treating, 	. bilizing and/or preventing exudative type AMD according to any one of claims 1 to 

5, wherein t' - aptamer has the structure: 

0 i 1 	H 
Aptamer 3' 

0 kDa mPEG—C 
i-O—C-Itaw.5' 

2 ,  kDa mPEG 	0 

or a salt thereof, 

where Nsuv•••• indicates a linker, .nd 

Aptamer = 

fCmGfCfCGfCmGmGfUfCfUfCmA 	mGfCGfCfUmGmAmGfUfCfUmGmAmGfUfUfUAfC 

CfUmGfCmG-3T (SEQ ID NO:4), wher- 	fC and fU = 2'-fluoro nucleotides, mG and mA = 2'- 

OMe nucleotides, all other nucleotides are 	OH, and 3T indicates an inverted deoxythymidine. 

7. The pegylated or unpegylated aptamer an 	ti-VEGF agent for use in a method of 

treating, stabilizing and/or preventing exudative type 	MD according to claim 6, wherein the 

linker is an alkyl linker. 

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

treating, stabilizing and/or preventing exudative type AMD accon 	g to claim 7, wherein the 

alkyl linker comprises 2 to 18 consecutive CH2  groups. 

9. The pegylated or unpegylated aptamer and anti-VEGF agent for us- n a method of 

treating, stabilizing and/or preventing exudative type AMD according to any . - e of claims 6 to 

8, wherein the aptamer has the structure: 

0 

	

	 0 
W"—'°̀  

20 kDa mPEG-0+ 
0-6-N 

H 	 0'P.,./ - 	0-5' Aptamer 3' 

20 kDa mPEG-0 
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or 	alt thereof, 

Aptau 	r=fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGmAmGfUfCfUmGmAmGfU 

flitUAf 	fUmGfCmG-3T (SEQ ID NO: 4), 

when 'n fC and fli = T-fluoro nucleotides, and mG and mA = 2'-OMe nucleotides and all 

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

10. The pegylated or un. - • ylated aptamer and anti-VEGF agent for use in a method of 

treating, stabilizing and/or prey• ting exudative type AMD according to any one claims 1 to 9, 

wherein the anti-VEGF agent is ra lizumab or bevacizumab. 

11. The pegylated or unpegylated ap 	er and anti-VEGF agent for use in a method of 

treating, stabilizing and/or preventing exuda 've type AMD according to any one claims 1 to 10, 

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

12. The pegylated or unpegylated aptamer and an 	VEGF agent for use in a method of 

treating, stabilizing and/or preventing exudative type A 	.1 according to any one of claims 1 to 

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

13. Use of a pegylated or unpegylated aptamer in the manufactur= of a medicament for 

treating, stabilizing and/or preventing exudative type AMD, wherein the egylated or 

unpegylated aptamer binds to C5 complement and has a sequence of SEQ 	NO: 4, and wherein 

the medicament is administered sequentially or substantially simultaneously w 	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 pen-ocular administration. 
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5. 	The use according to claim 13 or claim 14, wherein the medicament is present in a depot 

fo lulation. 

16. e use according to any one of claims 13 to 15, wherein the medicament and the anti- 

VEGF agen .re administered in art amount effective to maintain at least the same level of visual 

acuity of the s , ect as compared to the subject's visual acuity level prior to administration of the 

medicament. 

17. The use accordi 	to any one of claims 13 to 15, wherein the medicament and the anti- 

VEGF agent are administe d 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. 

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

0 
n H 0—C—N^^-- 5' Aptanw 3' 

20 kDa mPEG-0 
20 kDa mPEG—O 

or a salt thereof, 

where NAnivw indicates a linker, and 

Aptamer — 

fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGmAnt k 	fCfUmGmAmGfUfUfUAfCf 

CfUmGfCmG-3T (SEQ ID NO:4), wherein fC and fU = 2'-fluoro 	cleotides, mG and mA = 2'- 

OMe nucleotides, all other nucleotides are 2'-OH, and 3T indicates an 	verted 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 . i nsecutive 

CH2  groups. 

21. The use according to any one of claims 18 to 20, wherein the aptamer has the struc . e: 
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9 	, 0 
o-c-NH  ------------------- -0

)k0-5' Aptamer 3' 
20 kDa mPEG—Od- 
20 kDa mPEG-0 

or a salt thereo 

Aptamer=fCmGf CGfCmGmGfUfCfUfC/nAmGmGfCGfCfUmGmAmGfUfCfUmGrnAmGfU 

fUfUAfCfCfUmGf 	G-3T (SEQ ID NO: 4), 

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

other nucleotides are 2' -0 	and 3T indicates an inverted deoxy thymidine. 

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

ranibizumab or bevacizumab. 
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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 CS 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 acuity in a 

human having 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 for use in a methed"of improving visual acuity in a 

human having exudative type AMD according to any ones)1 diaims 1 to 3, 

is pegylayted and has the formula: 

wherein the aptamer 

0 ii 	H 
Aptamer 3' 5' 

20 kDa mPEG—O 
10—C—Nwn. 

20 kDa mPEG-0 

or a salt thereof, 

where win. n. indicates a linker, and 

Aptamer = 
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fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGmAmGfUfCfUmGmAmGfUfUfUAfCf 

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 CH2  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: 

n  „.........._„...--____„...-........„....... 	,0 9 	 i< 

20 kDa mPEG-0 
d-0--C-N H 	- ' 	0-5' Aptamer 3' 0 

20 kDa mPEG-0 

or a salt thereof, 

Aptamer=fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGmAmGfUfCfUmGmAmGfU 

fUMAfCfCfUmGfCmG-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. 

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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9. 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 CS 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 pen-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: 

0 ii 	H 
0—C—Nww- 5' Aptamer 3' 

20 kDa mPEG-0 
20 kDa mPEG 	0 

or a salt thereof, 

where vvvvu indicates a linker, and 

Aptamer = 
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fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGrnAmGfUfCfUmGmAmGfUfUfUAfCf 

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. 

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 

CH2  groups. 

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

O ..„_„0.„..-...__...-..,.......- 	P 
-0-C-H 

20 kDa mPEG-0- 
_1'0-0' Aptamer 3' 

20 kDa mPEG-0- 

or a salt thereof, 

Aptamer=fCmGfCfCGfCmGmGfUfCfUfCmAmGmGfCGfCfUmGmAmGfUfCfUmGmAmGfU 

fUfUAfCfCfUmGfCmG-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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