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5’-ucaucacgaaguggugaaguu-3’ (SEQ ID NO: 9)

3’-uuaguagugcuucaccacuuc-35’ (SEQ ID NO: 10)
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Bl B

EHIELS ID BRHIBEE ID
B5 ®5

cognate VEGF mRNA sequence 1 GATAGAGCAAGACAAGAAA 26
Splice variant VEGF;, sequence 2 GACAAGAAAATCCCTGTGG 27
Splice variant VEGF 4 sequence 3 GAAAATCCCTGTGGGCCTT 28
Splice variant VEGF 5 sequence 4 AATCCCTGTGGGCCTTGCT 29
Splice variant VEGF,y, sequence 5 TCCCTGTGGGCCTTGCTCA 30
TCATCACGAAGTGGTGAAG 8 GCATTTGTTTGTACAAGAT 31
ucaucacgaaguggugaaguu 9 GATCCGCAGACGTGTAAAT 32
uuaguagugcuucaccacuue 10 ATGTTCCTGCAAAAACACA 33
ucaucacgaaguggugaagTT 11 TGITCCTGCAAAAACACAG 34
TTaguagugeuucaccacuue 12 AAMAACACAGACTCGCGTTGC 35
AACGTACTTGCAGATGTGACA 13 AACACAGACTCGCGTTGCA 36
GTTCATGGATGTCTATCAG 14 ACACAGACTCGCGTTGCAA 37
TCGAGACCCT GGTGGACAT 15 CACAGACTCGCGTTGCAAG 38
TGACGAGGGCCTGGAGTGT le GGCGAGGCAGCTTGAGTTA 39
TGACGAGGGCCTGGAGTGT 17 ACGAACGTACTTGCAGATG 40
CATCACCATGCAGATTATG 18 CGAACGTACTTGCAGATGT 41
ACCTCACCAAGGCCAGCAC 19 CGTACTTGCAGATGTGACA 42
GGCCAGCACATAGGAGAGA 20 GTGGTCCCAGGCTGCACCC 43
CAAATGTGAATGCAGACCA 21 GGAGGAGGGCAGAATCATC 44
ATGTGAATGCAGACCAAAG 22 GTGGTGAAGTTCATGGATG 45
TGCAGACCAAAGAAAGATA 23 AATCATCACGAAGTGGTGAAG 46
AGAAAGATAGAGCAAGACA 24 AAGTTCATGGATGTCTATCAG 47
GAAAGATAGAGCAAGACAA 25 AATCGAGACCCTGGTGGACAT 48
AATGACGAGGGCCTGGAGTGT 49 65

u AATGTTCCTGCAAAAACACAGAC
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AACATCACCATGCAGATTATG
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AAAAACACAGACTCGCGTTGCAA
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AAACCTCACCAAGGCCAGCAC

51

AAAACACAGACTCGCGTTGCAAG
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AAGGCCAGCACATAGGAGAGA
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AACAAATGTGAATGCAGACCA
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AAGATAGAGCAAGACAAGAAAA
T
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AAGGAGGAGGGCAGAATCATCA
C
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(33) JP 2009-540011 A 2009.11.19

ooon
#2
s iRNA%Z#% |GCER X7 LFFF | s i RNAOEHES|5' —3°
AR ERAL

hVEGF#1 58% 92 aaggaggagggcagaatcatc (BRI D&S: 81)

hVEGF#2 42% 124 aagttcatggatptetatcag (A IDBH: 4 7)

hVEGF#3 58% 162 aatcgagaccctggtggacat (R IDES : 48)

hVEGF#4 42% 301 aacatcaccatgcagattatg (W5 1 DAE: 50)

hVEGF#5 58% 338 aaggccageacataggagaga (B3 IDES: 52)

hVEGF#6 42% 380 aatgtgaatgcagaccaaaga (WA I D&Y : 82)

hVEGF#7 37% 396 aaagaaagatagagcaagaca (A ID&%: 58)

hVEGF#8 32% 450 aaagcatttgtttotacaaga (ASI 1 D&ES: 83)

hVEGF#9 42% 467 aagatccgeagacgtgtaaat (RFIIDES: 84)

hVEGF#10 53% 498 aaacacacactcgegttgcaa (R IDHS: 85)

Cand>5 63% 328 aaacctcaccaaggecageac (BRI DES: 51)
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ogogoano

# 3 EELEHB I UREHORBR

R E

BHRE —RER
BCDVA%EX<1 5XF

BCDVA%®EH 2 153F
BCDVA%ESH> 1 0XF |
BCDVA%®E2 5%
BCDVA%%S > 0 X5

10

B CD V ADXTEHEA 33 -6.4 51 51

RWARF—ER 0 ) . 0
BONVA%HA< 1 555 533% 757%  971%  853%

B C NV AXTEHEL 14 6.2 05 2.9
B AR MR - 20

CNVOKE & DEHEE (mm?) t5.08 4204 FLO6 4288

HEDCNVY% -10.11

KPR

BARK—ER

82.7%
BCDVA%MA<15XF °

BCDVA%ES> 15% 30

BCDVA%®H2 10¥ |
BCDVA%ESG2 5XF
BCDVA%¥ER> 0XF

2.4%
2.6%

25.3%

44.6%

B CD V ADILFIEHZE(L 4.0 58 56 53

HAOREG—ER :

957% = 87.5%  929% 91 6%
BCNVA%EER<] 5XT : ° ? °

B CNV AXLFEHEL 26 23 07 -1.9
40

HE IR SR

CNVORE SOEREL (mm?2) +0.65

+0.97

EEGCNVY% -18.65 -14.17
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BB LFE 1 5 A,

(38)

JP 2009-540011 A 2009.11.19

A R—RAFLHLOBCDVARBNOER—

0:2'mg
n (%)

1 08, 5,

HDHNIINL LI THLES

N 32 39 36 107

> 15XF 1( 3.1%) 0( 0.0%) 1( 2.8%) 0.3324 2( 1.9%)

> 10¥%E 3( 9.4%) 2( 5.1%) 1( 2.8%) 0.5095 5 ( 5.6%)

> 5XF 7(21.9%) 5(12.8%) 5(13.9%) 0.6011 17 ( 15.9%)

> OXF 14 (43.8%) 16 (41.0%) 9 (25.0%) 0.2176 39 ( 36.4%)
1 2#H

N 30 37 33 100

> 153 0¢ 0.0%) 1¢ 2.7%) 2( 6.1%) 0.5140 3¢ 3.0%)

> 10X® 4(13.3%) 3( 8.1%) 2( 6.1%) 0.6800 9( 9.0%)

> 5T 5(16.7%) 5(13.5%) 4(12.1%) 0.8768 14 ( 14.0%)

> 0 X=F 13 (43.3%) 16 (43.2%) 10 ( 30.3%) 0.4691 39 ( 39.0%)
1 5#H

N 22 32 27 81

> 153 0( 0.0%) 1( 3.1%) 1¢ 3.7%) 1.0000 2( 2.5%)

> 103XF 1( 4.5%) 2( 6.3%) 1( 3.7%) 1.0000 4( 4.9%)

> §XF 4 (18.2%) 6 ( 18.8%) 3(11.1%) 0.7426 13 ( 16.0%)

> O0X=F 9 (40.9%) 12 (37.3%) 5( 18.5%) 0.1667 26 ( 32.1%)
1 8EH

N 19 25 20 64

> 157 0( 0.0%) 0( 0.0%) 1( 5.0%) 0.6094 1( 1.6%)

> 103F 2(10.5%) 1( 4.0%) 1( 5.0%) 0.6785 4( 6.3%)

> 5 XF 7(36.8%) 5(20.0%) 2 ( 10.0%) 0.1363 14 (21.9%)

> QT 7(36.8%) 11 (44.0%) 5 (25.0%) 0.4127 23 ( 35.9%)

N=FHTRERT —¥ T 53 RDE,
n=F#R_ERIN—HORETEHVARENROK,

10
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%=n-+ NX100%
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#5: 3EEMNLOBCDVARINOEN—

BB FE 15, 1048, 54,

HB NI S THLEE

BCDVADOKE

0.2 mg
(%)

T amg

9i@H
N 32 39 36 107
> 153X 1( 3.1%) 0( 0.0%) 0( 0.0%) 0.2991 1( 0.9%)
> 10%F 1( 3.1%) 0( 0.0%) 2( 5.6%) 0.3960 3( 2.8%)
> b F 7(21.9%) 5(12.8%) 9 (25.0%) 0.3820 21 ( 19.6%)
> 0T 16 ( 50.0%) 17 (43.6%) 17 ( 47.2%) 0.8583 50 ( 46.7%)
1 28E
N 30 37 33 100
> 1 5%F 2( 6.7%) 1( 2.7%) 1( 3.0%) 0.6324 4 4.0%)
> 10X 2( 6.7%) 2( 5.4%) 4(12.1%) 0.6506 8( 8.0%)
> 5 7( 23.3%) 6(16.2%) 7(21.2%) 0.7787 20 ( 20.0%)
> 03X 10 ( 33.3%) 13 (35.1%) 13 ( 39.4%) 0.8993 36 ( 36.0%)
1 5K
N 22 32 27 81
> 1 5%F 0( 0.0%) 1( 3.1%) 1( 3.7%) 1.0000 2( 2.5%)
> 10%F 0( 0.0%) 1( 3.1%) 2( 7.4%) 0.6203 3( 3.7%)
> 5XF 4(18.2%) 5(15.6%) 6 (22.2%) 0.9343 15 ( 18.5%)
> 0 ¢ 7(31.8%) 11 ( 34.4%) 11 ( 40.7%) 0.8386 29 ( 35.8%)
1 8EH
N 19 25 20 64
> 15%F 0( 0.0%) 0( 0.0%) 0( 0.0%) 0( 0.0%)
> 10%F 1( 5.3%) 1( 4.0%) 2 (10.0%) 0.8206 1( 6.3%)
> b 3(15.8%) 5(20.0%) 3(15.0%) 0.9201 11 ( 17.2%)
> 0XF 0 47.4%) 9(36.0%) 7 ( 35.0%) 0.6903 25 ( 39.1%)

N=RIHwiELT— % 2 &5TH3 RO,
n=%B{ER 7N —THORMET BV ARENROKE,
%=n+-NX100%
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ogogoano

F6: R—2RF5A4 U LOBCDVARBYOEN—
MBRENLFE 15, 10, 5/, HHINEE EERET

9@ H
N 32 39 36 107
1 5 Xl ReET 27 (84.4%) | 34(87.2%) | 30(83.3%) 0.8902 o1 ( 85.0%)
10 XFEEEET 24( 75.0%) | 27(69.2%) | 25(69.4%) 0.8943 76 ( 71.0%)
5 R ET 17(53.1%) | 25(64.1%) | 22(61.1%) 0.6415 64 ( 59.8%)
&l BT 14(43.8%) | 16(41.0%) | ©(25.0%) 0.2176 39 ( 36.4%)
12i8H
N 30 37 33 100
1 5 TRl 25(83.3%) | 27(73.0%) | 26(78.8%) 0.5947 78 ( 78.0%)
1 0 CEREET 23(76.7%) | 22(59.5%) | 23(69.7%) 0.3342 68 ( 68.0%)
5 R 16(53.3%) | 19(51.4%) | 17(51.5%) 1.0000 52 ( 52.0%)
&l Rt 13(43.3%) | 16(43.2%) | 10(30.3%) 0.4691 39 ( 39.0%)
1538H
N 22 32 27 81
15X FlEeT 18(81.8%) | 23(71.9%%) | 21(77.8%) 0.7578 62 ( 76.5%)
1 0 X =l a3 14(63.6%) | 19(59.4%) | 17(63.0%) 0.9185 50 ( 61.7%)
5 R 10(45.5%) | 17(53.1%) | ©(33.3%) 0.3295 36 ( 44.4%)
&l gy 9(40.9%) | 12(37.5%) | 5(18.5%) 0.1667 26 ( 32.1%)
1 83@A
N 19 25 20 64
15 LFEERET 16(84.2%) | 22(88.0%) | 15( 75.0%) 0.5961 53 ( 82.8%)
1 0 X FElRaT 14(73.7%) | 20(80.0%) | 13(65.0%) 0.5568 47 ( 73.4%)
5 R ET 9(47.4%) | 17(68.0%) | 7(35.0%) 0.0833 33 ( 51.6%)
&l kg 7(368%) | 11(44.0%) | 5(25.0%) 0.4127 23( 35.%%)

N=FHTeeF — & 2+ FT AxI RO,
n=F#EEIN—FHhHORET B VARESEOR,

%=n-+ NX100%
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JP 2009-540011 A 2009.11.19

3HEELIEOBCDVARDOER—

MERLTH 15, 10ME. 5@, HarniteEowd

3
9HAHE
N 32 39 36 107
1 5 XXl jeud 28 ( 87.5%) 37 ( 94.9%) 33 ( 91.7%) 0.5642 98 ( 91.6%)
1 0l seu3 27 ( 84.4%) 34 ( 87.2%) 28 ( 77.8%) 0.5524 89 ( 83.2%)
5 gt 23 ( 71.9%) 27 ( 69.2%) 25 ( 69.4%) 1.0000 75 ( 70.1%)
& & g 16 ( 50.0%) 17 ( 43.6%) 17 (47.2%) 0.8585 50 ( 46.7%)
1 2KH
N 30 37 33 100
1 5 i gy 27 ( 90.0%) 29 ( 78.4%) 28 ( 84.8%) 0.4595 84 ( 84.0%)
1 0 TS 24 ( 80.0%) 24 ( 64.9%) 25 ( 75.8%) 0.4353 73 ( 73.0%)
5 P et 17 { 56.7%) 18 ( 48.6%) 20 ( 60.6%) 0.6092 55 ( 55.0%)
£ & Mg 10 ( 33.3%) 13 (35.1%) 13 (39.4%) 0.8995 36 ( 36.0%)
1 5#HA
N 22 32 27 81
1 5l sea 20 { 90.9%) 25 ( 78.1%) 22 ( 81.5%) 0.4955 67 ( 82.7%)
1 0 iRt 17 { 77.3%) 22 ( 68.8%) 17 ( 63.0%) 0.5663 56 ( 69.1%)
5 rE gt 13 (59.1%) 19 ( 59.4%) 13 ( 48.1%) 0.6907 45 ( 55.6%)
£ & gt 7(31.8%) 11 ( 34.4%) 11 ( 40.7%) 0.8386 29 ( 35.8%)
1 8EH
N 19 25 20 o4
1 53Tl 16 ( 84.2%) 24 ( 96.0%) 16 ( 80.0%) 0.2394 56 ( 87.5%)
1 0 U feu4 14 { 73.7%) 21 ( 84.0%) 14 ( 70.0%) 0.5334 49 ( 76.6%)
5 rEm -3t 9( 47.4%) 16 ( 64.0%) 12 ( 60.0%) 0.5916 37 ( 57.8%)
&£ ¢ g3t 9 ( 47.4%) 9 (36.0%) 7 ( 35.0%) 0.6903 25( 39.1%)
N=FIHTiELT— % #HFT5xBRO%K,
n=%BER I N—FHORMETEVARENRORK,
%=n+ NX100%
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#8: N—RIFAVipbDOBCNVA (RRBELRES) BINIOEK—
MEHBXFE 151, 10, 5@, HHIVEWL LI THLER

ooobDODDbOO0O000ad
oooDDbDDboOoOoogao
ooooODoOoo0oood
ooobDODbOO0O000ad

BCNVADKE 0.2 mg
93AH

N 32 39 36 107

> 1 53F 2( 6.3%) 2( 5.1%) 4(11.1%) 0.6537 8( 7.5%)
> 10XE 3( 9.4%) 3( 7.7%) 5(13.9%) 0.7260 11 ( 10.3%)
> 53 10 31.3%) 8 ( 20.5%) 6( 16.7%) 0.3652 24 ( 22.4%)
> 030 21 ( 65.6%) 14 { 35.9%) 12 ( 33.3%) 0.0142 47 ( 43.9%)
12E

N 30 37 33 102

> 153XF 1¢ 3.3%) 0( 0.0%) 5( 14.3%) 0.0182 6( 5.9%)
> 1 03X 5(16.7%) 5(13.5%) 5(14.3%) 0.9407 15 ( 14.7%)
> 53 10 ( 33.3%) 6 ( 16.2%) 7 ( 20.0%) 0.2521 23 ( 22.5%)
> 0XE 15 ( 50.0%) 12 ( 32.4%) 13(37.1%) 0.3524 40 ( 39.2%)
15iE

N 23 32 28 33

> 15%FE 0( 0.0%) 2( 6.3%) 4( 14.3%) 0.1954 6( 7.2%)
> 1 0E 3 (13.0%) 5(15.6%) 4(14.3%) 1.0000 12 ( 14.5%)
> 5%E 9(39.1%) 9(28.1%) 7 ( 25.0%) 0.5704 25 (30.1%)
> OX=E 10 ( 43.5%) 13 ( 40.6%) 9(32.1%) 0.7154 32 ( 38.6%)
1 8i@H

N 18 25 20 63

> 15%E 2(11.1%) 1¢ 4.0%) 4(20.0%) 0.2753 7( 11.1%)
> 103%E 3(16.7%) 5 (20.0%) 5(235.0%) 0.8579 13 ( 20.6%)
> 53 4(22.2%) 8 (32.0%) 5(25.0%) 0.8226 17 { 27.0%)
> O 3FE 8 ( 44.4%) 13 ( 52.0%) 7( 35.0%) 0.5384 28 ( 44.4%)
N=F|HTRERT — % £ 8T IRHEDOHK,

n =R EEIN—TPOMET DV ALERFROY,

%=n+NX100%
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#F9: N—RFALUHLOBCNVA (RREBTFRREN) BLOOEH—
REBLFEL5ME, 108, 5ME. HH0 e EEeET

Oo0oooooo0oooDooooooooog

9 # H

N 32 39 36 107

1 5 CFmdegT 29 ( 90.6%) 36 ( 92.3%) 34(94.4%) |0.9007 99 ( 92.5%)
1 0 TEmEwT 25( 78.1%) 33 ( 84.6%) 29 (80.6%) |0.7814 87 ( 81.3%)
5 SRR 24(75.0%) 23 (59.0%) 20(55.6%) |0.2138 67 ( 62.6%)
£ < T 21 ( 65.6%) 14 ( 35.9%) 12(33.3%) |0.0142 47 ( 43.9%)
128H

N 30 37 35 102

1 5 i3 25 ( 83.3%) 28 ( 75.7%) 34(97.1%) |0.0284 87 ( 85.3%)
1 0 L3 23(76.7%) 23(62.2%) 30(83.7%) |0.0738 76 ( 74.5%)
5 R g 19 ( 63.3%) 16 ( 43.2%) 18(51.4%) |0.2769 53 (52.0%)
£ BT 15 ( 50.0%) 12 ( 32.4%) 13(37.1%) | 03524 40 ( 39.2%)
1 53AE

N 23 32 28 83

1 5 X FlEERT 20 ( 87.0%) 28 ( 87.5%) 25(89.3%) | 1.0000 73 ( 88.0%)
1 0 CFEEEET 18 ( 78.3%) 21( 65.6%) 19(67.9%) |0.6245 58 ( 69.9%)
5 s 17 ( 73.9%) 18 ( 56.3%) 14(50.0%) | 0.2035 49 (59.0%)
2 SERET 10 ( 43.5%) 13 ( 40.6%) 9(32.1%) 0.7154 32 ( 38.6%)

1 8HE

N 13 25 20 63

1 5 CFmEsE3 15 ( 83.3%) 22 ( 88.0%) 18(90.0%) | 0.8013 55 ( 87.3%)
1 0 T3 13 ( 72.2%) 17 ( 68.0%) 16 ( 80.0%) |0.7216 46 ( 73.0%)
5 PRS- 11(61.1%) 13 (52.0%) 12(60.0%) |0.8520 36 ( 57.1%)
2 BT 8 (44.4%) 13 ( 52.0%) 7 (35.0%) 0.5384 28 ( 44.4%)
N=RHHAWERT—F 2/ T HHEOHE,
n=FBLEETN—THOHIET BV AISERFDOK,

%=n+ NX100%
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