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#4 AEEICERISHAERY XY VAT RRERARYRTF Rk SN

siRNA REBODZHR
RFFR | siRNA | % WORASH
(%P1~
PN # B3 BE BE /BAKY)
PN173 GRKKRRQRRRPPQC (R#U%E-=) 100M 400nM 84. 8
V431 ~AAVALLPAVLLALLAPRKKRRQRRRPPQ-73} (L%
PN227 9 1ul 400nM 31.0
PN27 AAVALLPAVLUALLAPREERRORRRPPQC (ACFIE5) TuM 4000M 82 6
1M ~ AAVALLPAVLLALLAPRKKRRQRRRPPQ-YIV (HC#Y
PN275 #5) 4uM 400n¥ 95. 3
NHZ-RKKRRQRRRPPQCAAVALLPAVLLALLAP-73} (B2 FI&
PN28 ) AL 4000 79.3
PNG9 BrAc-GRRKRRQRRRPQ-73I (HCFI& ) 80uM 400nM 0.0
BrAc-RRRQRRKRGGDIMGEWGNEIFGATAGFLG PV (HEFI%
PN8! ) SuM 800nM 97. 9
NH2-RRRQRRKRGGDIMGEWGNEIFGAIAGFLG-73} (BRI #
PN250 ") 15uM 800nM 99. 5
PN204 C (YGRKKRRGRRRG) 2 (BLFIES) 1. 4ud 800uM 82.5
PK280 943} -GREKRRQRRRPPQ-73N (EEFIE7) 80uM 400nM 7.9
PN350 NHZ-KLWKAFPKLWKKLWEP-F3V (HCFI#&H) 10uM 400nM 0.0
PN385 AAVALLPAVLLALLAPRRRRRR-7i} (ECFI%EH) 10u 400nM 8l.4
PN366 RLYRALPRVLRRLLRP-73}N (B2ZI%5) 10uM 400nM 0.0
NHZ-AAVALLPAVLLALLAPSGASCLDKRDYV-73}F (ECFIE=
PN29 ) 80uM 400nM 86. 5
IV1: 1 -AAVALLPAVLLALLAPSGASGLDKRDYV-F3}" (HC#
PN235 B9 30uM 400nM 0.0
NHZ-SGASGLDKRDYVAAVAALLPAVLLALLAP-F i} (ECFI&
PN30 ) 8luM 400nM 0.0
N{Z-LLETLLKPFQCRICHRNFSTRQARRNHRRRHRR-7 3 b* (BT
PN202 F5H5) 2uM 400nM 70. 8
PN225 NH2-AAVACR]CMRNFSTRQARRNURRRHRR-73} (HEFI%ES) JuM 400nM 30. 9
PN236 VAV -RQIKIWFQNRRMKWKK-73M (BEFIES) 10uM 400nM 3.7
PN58 ROIKIVFQNRRMEWKK 73V (ECHI#H) i 400nM 75. 8
NHZ-RQIK [ FFQNRRMKWKKD INGEWGNEIFGAIAGFLG-7 3 b {
PN251 HyIER) 4uM 400nM 44. 5
43 —SGRGRQGCKARAKARTRSSRAGLQFPYGRVIRLLRRG-T3
PN279 v EHER) 40uM 400nM 24. 7
SGRGKQGGKARAKAKTRSSRAGLQFPYGRYHRLLREGC-73 1 (HC
PN6L PES) B0uM 800nM 86. 8
PN380 KGSKEAYTRAQKKDGKKRRRSRE-73M (EEFIZS) 80uM 400nM 0.0
PN361 NH2—KKDGEERERSRKESYSYYVYKVLKQ-F3F (ACFIE ) 10uM 400ni 42.0
PN73 KGSKKAVTRAQREKDGRKRERSREESYSVYVYKVLEG (BEF%ES) 10uM 400nM 99. 5
PN64 BrAc-CUTLNSAGYLLGKINLKALAALARKIL 73V (BEF1%ES) 10uMd 400nM 14. §
PN159 KLALELALKALKAALKLA 73V (B % =) . 08uM 80nM 16. 4
PNG8 BrAc-KLALKLALKALKAALKLA 731 (ELFI&5) 10uM 400nM 0.0
PN182 AC-KETWWETWWIEWSQPEKKREV-73 1 (HEFIES) 1udl 400nd 84.9
PN183 NHZ-KETWYET¥WIEWSQPGRKKRRQRRRPPQ-VIY (REAES 20uM 400nM 78.1
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)

PNT1 BrAc-RRRRRRR (B35 &5) 80uM 400nM 0.0

PN87 QqqRaQaQq (EEAIER) 10uM 400nM 0.0

PN249 NHZ-RRRQRRERGGqQaQaQadaQ-73F (@FIER) 80uM 400nM 0.0

PN158 RVIRWFQNKRCRDEE-73} (EEFIES) 1uM 400nM 94.0

PNB6 Ac-LGLLLRHLREHSNLLANI-73V ([EFIER) 80uM 400nM 62.2

PN162 GQMSHIEAKVRTVELARS-7iV (BRFIES) 80uM 400nM 0.0

PN228 NHZ—KI.WSAWPSLWSSLWKP—T M O(EFES 80uM 400nM 6.8

PN357 KR-730 (EFIES) 10uM 400nM 0.0

PN358 NHZ-AARLHRFKNKGKDSTBMRRRR -73F EFIES) 40uM 400nM 0.0

PN283 Y43V -GLGSLLKKAGKKLEQPESERRY-73 M (HEFIES) 40uM 400nM 36.3

PN284 AN -Dut-r-FE-TiF @EEFEF) - 100uM 400nM 0.0

PN285 Y43V -Dni-r~FRQqQqQaQaQq-T3F (ELFIER) uM 800nM 90, 7

PN286 AN -WRFE-FIV (BRFIEE) 80uM 400nM 0.0

PN289 T¥43} -WRPKQaQ+aQqQuQa-7iF (EEFIES) BuM 400nM 91. 1

PN267 WAV -TREE-7iV EFIER) 80uM 400nM 0.3

PN282 Th{3} -YREKYRFKYRFE-73} @EEFIBS) 40uM 300nM 22.8

PN286 WAIF -WRPK-T3IN (MFEE) 80uM 400nM 0.0

PN290 T3} ~WRFEESKREV-TiM EFIES) T 80uM 400nM 5.3

PN251 V43 -WRFEAAVALLPAVLLALLAP-73F (@RFIES) 4uM 200nM 12. 5

PN243 NH2~-DiMeYrFE 73} (ECFIEE) 40uM 400nM 0.0

PN244 NH2-YrFE 73} (BRFAIEH) 80uM 400nM 0.0

"| PN245 NH2-DiMeYRFE 73} (EC#IBH) 80uM 40004 0.0

PN246 NH2-WrFE 73V (ESHIEH) 80uM 400nM 0.0

PN247 NH2-DiMeYrWE 73V (EFIEF) 80uM 400uM 0.0

PN243 NH2-KFrDiNeY-T3} (EFIES) 80uM 400nM 0.0

PN287 43} -WRFKWRFE-YiV (ERF(EH) 10uM 400nM 8.8

PN2B8 b4} -WRFEWRFEWRFK-73} (@EAIRR) 4uM 400mM 9.0
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£5 IUABMFARICBTS, SENICRFEINERIXZVAF RESESERRURT
F Rizk 0 172 siRNA B O

[
[
[
[
[ <
%% | By R ¥ WDAD | siRNA
[ NH2-RRRORRKRGGDIMGEWGNEIFGAIAGFLG-T 3 M
[ PN250 | (BAFIER) 0.5uM sIRNA/AUM A 7 31 85.9 Cy5-eGFP
NH2-
[ KGSKKAVTKAQKKDGKKRKRSRKES YSVYVYRKYLKG-
[ PN73 7iM EFEE) 0.5uM sIRNA/GUM A" 7" 7} 24.5 Cy5-aGFP
Peg-
[ PEG- KGSKKAVTKAQKKDGKKRKRSAKES YSVYVYKVLKQ-
[ PNsos | TIF (EFEE) 0.5uM siRNA/25UM A 7 F1° o1 Cy5-aGFP
NH2-
[ RGSRRAVTRAQRRDGRRRRASARESYSYYVYRVLRA
PN4pd4 | Q-73F (EFIES) 0.5uM sIRNA25uUM A 7 31 50.4 Cy5-8GFP
[ NH2-KKDGKKRKRSRKESYSVYVYKVLKQ-73 1 (BF
[ PNIgt [ E5) C.5uM SIRNA/SOUM A 7 31 85 Cy5-eGFP
[ PNZ7 AAVALLPAVLLALLAPRKKRRQRRRPPQC (HIES) | 0.5uM siRNA/BUM A’ 7 #}° 60.7 Cy5-eGFP
PNES NH2-RQIKIWFONARMKWKK-TIF  #FI&) 1uM siRNA/20uM N 7 FF 3.7 Cy5-0GFP
[ PN158 | NH2-RVIRWFGNKRCKDKK 73} EFES) 0.5uM sIRNA/SONM A" 7 31 86.2 Cy5-eGFP
[ 0.5uM  sIRNA/100UM
PN318 | 13 -RVIRWFONKRSKDKK-7iF (@518 TR 84.8 Cy5-0GFP
: PNzag [ ¥M3F WRFKQqQqQqQqQaTiY (EIFIES) 0.5uM sIRNA/10UM A 7 51 7 Cy5-0GFP
[ NH2-RKKRRQRRRPPQCAAVALLPAVLLALLAP-TZ} (
[ PN28 BAEE) 1uM siRNA/BUM A 7° 51 80.5 Cy5-aGFP
0.6uM sIRNAY 130nM
[ PN173 | GRKKRRORRRPPQC(EZFIE ) A FY 94.8 Cy5-eGFP
[ PN158 | KLALKIALKAIKAALKIA-7IF @FIEE) 0.5uM sIRNA/SUM A 7 FI 0 Cy5-eGFP
NH2-GWTLNSAGYLLGKINLKALAALAKKIL-T3 V(5251
[ PN161 | &%) 0.5uM SIRNAHONM A’ 7 31 0 Cy5-eQFP
[
O
oooooad
oooao

#6 lacl MRRG~ T AGHFMBICBITS, SENICRISNER) X2 LA F R
EHHR U RTF RICK O E Nz sikNA SHROPR

[
[
[
[
C N ¥V DA S
' . lac? R
WL Fii ) i MTR Ak
[ PN2T NHZ-AAVALLPAVLLALLAPRERRRQRRRPPQ-T:N (BC#FI&ES) 86 61
[ PN28 NH2-REERRQRRRPPAAAVALLPAVLIALLAP-73Y (Bl#FIBE) 79 81
[ PN29 NH2-AAVALLPAVLLALLAPSGASGLDKRDYY-YIN (BR#IR5) §7 KR
[ PN5S NH2-RQIKIWFQNRRMEWRE-73Y (RFIBE) 76 §
c PNG1 NH2-SGRGEQGGRARAKARTRSSRAGLQFPVGRVHRLLREGC-73 Y (E5IBE) 87 FKEBR
: PNT3 NHZ-KGSKKAVIKAQKKDGKKRKRSREESYSYYVYKVLKQ-T3M  (HlFIEE) 91 85
PN158 NHZ-RVIRWPQNERCEDEE-7:V (FEH[HE) 94 86
[ PN173 NH2-GREERRQRRRPPQC-FIN (FEFHE) 85 g5
[ PN182 NH2-KETWWETWWTEWSQPEKKREV-73 ) (ECFIEE) 85 FREM
[ PN202 NH2-LLETLLKPFQCRICMRNFSTRQARRNHERRMRR-F2F (RFI%ES) 71 FELA
[ PN204 NH2-C (YGRKKRRGRRRG) 2-F3V  EEFZEFT) 83 A2l
[ PN250 NH2-RRRQRRERGGDIMGEWGNEIFGAIAGELG-T3V (Hi5|&E) 99 86
PN361 NHZ-KEDGERRKRSREESYSVYVYEVLEQ-73F [HEFIBR) 42 65
[ PN365 | NHI-AAVALLPAVLLALLAPRRRRRA-73F (Ri5lZ=) 81 Rk
[ PN4D4 NH2-RGSRRAVTRAQRRDGRERRRSRRESYSVYVYRVLRQ-7:F (BRFIBR) KRB 50
[ PN453 NHZ-GALFLGFLGAAGSTMGAWSQPKSKRKVC-TIN  (AiFIBE) REB 79
[ PN509 Peg-RGSKEAVTRAQKEDGEKRKRSREESYSVYVYRVLKQ-73} (ECFIHZR) B 91
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0000000000000 00OO0O00D0O0O0OO0O00DO0O0OOODOODODOOOoOOoan
ogoooooooooooooooooooooooooooooooooooooooooooao
I e e e e e e A 0 B R
0000000000000 000O00D0O00O0O0O0O0D0O0On
Ooo0oo0oooao
0000
[
o Z/7  Lacl MRICHBITS, siRNA IO o4 —han, FEHMICESENW =R X7 LT
o FRREEER ) RSF Rk DA 3N siRNA BB OEhER
[
[ W DAL
aArPab—b A SF R SiRNA S
[ .0l ECRE
[ CoP267nfR137-1 YRFK FAN-B-gal | L7 0
[ CoP286nfR138-1 WEFK FAN-B-gal | 0.8uM 0
[ CoP28niR138-1 (WRFK) 2 FAN-B-gal | 0.8uM 0
: FAM-B-gal | L0 % CHRR
[ CoP284nfR164-1 Dmt-r-FK L 0
FAM-B-gal | L Ow & cEB
[ CoP282niR165-1 (YRFK) 3 L 0
[ FAM-8-gal | 1.0 = TH B
[ CoP290n{R165-1 WRFKKSERKV L 0
[ CoP27TniR167-1 PNT3 FAM-8-gal | 1.0uN 42,9
: CoP27TntR167-2 PN73 EAM-8-gal | 2. OuM 55. 4
0
Ooooooao
0000
[
[ #®8 IUARMEFRIRICHBTS, s IRNARRIYYVasy—bEN, AENICEITENE
o RURY LAF REREWRR Y RTF RICX DMAS 7 siRNA BB 0zh%k
[
L | &% Ei5 siRNA KRB ¥ WDAH
[ Cyb-daCoPR78nIRATO 43} -RRRQRRERGGDIMGEWGNE IPGATAGFLG-F Cy5-eGFP 0.5 M 96. 3
[ dsCoP2TTnIR31T 13N ~ KESKRAYTRAQREDGEKRERSREBSYSYYVYEYLEQ-73 M Cy5-eGFP anM 25
[ dsCoP275n1R321 43V ~ AAVALLPAVLLALLAPREERRQRRRPPQ-7:} Cy5-eGFp 4N Al 1
[ dsCoP285n{R322-1 Y43V It -r-FRa0aeQale-73Y Cy5-aGFP duM 41,3
dsCoP236nfR332 Y43} -ROIKIWPQNRRMEWER-73 1 Cy5-eGFP dpuM 38, 3
[ dsCoP31TniR320 k131 -KETWRETTRTEWSQPKKKRRV-73} Cy5-eGFP ZuM 29. 8
[ dsCoP316nIR34T 43} -RYIRFFONERSEDEE-73 1 Cy5-pGFP 2uM 17.1
[ dsCoP288n{R268 13 -WREKQaQaQ9Qgg-T i Cyb-eGHP .97 | 3.2
[ dsCoP276nfR31D 7b42} ~ REERRQRRRPPQCAAVALLPAVLLALLAP-73M Cy5-eGFP 2uM 38
C dsCoP298cfR248 NH2-WRFEC-T3} Cy5-eGFP 4uM 4.1
dsCoP280n{R362-1 W43} ~GREERRQRRRPPQ-T3 M Cyo-eGRP 4 LB
[ dsCoP458niR3E3-1 I43F -KLALKLALKALEAALELA-FIb Cy5—eGHP duM 16, 8
[ dsCoP459niR364-1 43P —GRILNSAGYLLEK INLRALAALARRIL-F3 M Cy5-eGRP duM 54,5
[
L

O

oooogad

10

20

30

40

50



[ |

(45)

O
O

JP 2007-536253

uobooboobooadgan

ooooooad

O

O

O

O

O

2007.12.

gooad

O

O

O

O Ooo0oo0ooi;mo;m
O 0Ooo0oo0ooi;io;m
O« Oo0ooO|o.
O Ooo0oo0ooi;io;

O 0Ooooi;oi.o
O o0Ooooi;i.o
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.
Q OO Oo|-
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.o
O 0Ooo0ooi;i.o
O 0Oooo
O o0Oooo
O o0Oooo
O o0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O o0Oooo
O o0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O o0ooo
O 0Oooo
O 0Oooo

10

O0Ooo0oooao

OoooooooooQgoao
Ooooooooogogoao
OooooooooQgoao
OoooooooooQgoao
Oooooooogod
Oooooooogod

OO 0O 0OGolden West Biologicals (CA) 000 O0O0O0ODODDDODDDOODAO
Ficoll-Pague plus (Amersham) OO OO O ODO0ODOOODOOOOOOOO
O Miltenyi Biotech OO0 OOOOOOOOOOOODODODDDODOODR O
0o0oo0o0oooooooooooDoDoDooooo0Dooooooooooao
gooogoggoooooooooboooooooooogOoUoggoggooao
ooooood

000000000 oo0Do0DoooDoo0oooDoDopbODOD0DOoOoODOOd
Invitrogen 0000000000000 o0Oo0OoOoOoODDDOOOOO
oooaoaod Invitrogen OO O

oooad

Ooe oogogooo

O 0Ooo0oo0oooao
O 0Ooo0oo0oooo
O 0Ooo0oo0oooao
Oooooooo
Oooooooodg
Ooooooo-g
Oooooooo
Oooooooodg
Oooooooo
Oooooooo
Oooooooo
Oooooooo
oo ooo®E oog
Oooooooo
Ooooooooo
Oooooooo
I:IU’IDDI:IEIDD
=

O Oooogoaog
O 0Ooo0oo0oooao
O 0Ooo0goooo

O 0Ooo0goooo

O 0OooO0ooOooao

O 0Ooo0ooOooao

O 0Ooo0oo0oooao
O 0Ooo0Ooo0oooao
O 0Ooo0oo0oooao
O 0OooO0oo0oooao

goooooobooobooboooboooboao

uobooboobooboobooaoab
Udodaoad0OoooooooboODOODODOOO
gooobooobooboobooboooan
bodtdaoO0O0o0o0oo0oOoOoOODODODODODOO

Genospectra (CA)
Oooooooo
Oooooooo
Oooooooo
O BD Bioscience

O Ooo0ooo
O 0Ooo0ooo
O 0Oooo
O 0Oooo
O O0ooo

Ooooooooo0oooooo o0 oo oooo0o oo oDooooDooDoDooogog|joboooodg
Ooooooooo0oooooo o0 oo oooo0o oo oDooooDooDoDoooogogooooogdg
Ooooooooo0oooooo o0 oo oooo0o oo oDoDooooDooDoDoooogogooIo;ooogdg
[ S [ s [ e e [ e e e e i
Ooooooooo0o0oooooo o0 oo oooo oo oDoooooooDoDoooogogooIo;ooogdg

Ooooooooo0oooooooD oo oDoooooooDoDoooooooooogolig|ig

O 0Ooo0oooo
O 0Ooo0goooo
O 0Ooo0oooo

O
O
O

ooooooad
oooooogoo

(]

oooooooob0oeO0O0OODODDODODOOO

40



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

(46)

JP 2007-536253 A 2007.12.13

TNF- ¢ ZH8i) &35 siRNA I DWW T O &k & OMERE 5
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9
£ g
N125 TNF-a-1
N115 TNF-a-2
N132 TNF-a-3
N108 TNF-a-4
N138 TNF-a-5
N113 TNF-a-6
N143 TNF-a-7
N107 TNF-a-8
N137 LC1
N122 Lc2
N130 LC3
N101 LC4
N140 LCs
N135 LCs
N128 Lcy
N127 LC8
N118 LC8
N111 LC10
N110 LC11
N105 Lc12
N104 LC13
N120 LC14
N163 LC16
N136 LC17
N152 LC18
N114 LC19
N145 LC20
N101 YC-1
N103 YC-2
N108 YC-3
N10g YC-4
N113 YC-5
N115 YC-6
N117 YC-7
N120 YC-8
N121 YC-9
Ni23 YC-10
N125 YC-11
N128 YC-12
N130 YC-13
N132 YC-14
N133 YC-15
N134 YC-18
N138 YC-17
N141 YC-18
N143 YC-19
N144 YC-20
N146 YC-21
N147 YC-22
N148 YC-23
N149 YC-24

Ooo0ooogoao

fir i
516-534
430-448
738-756
360-378
811-829
424-442
844-862
359-377
806-828
£14-532
673-61
177-196
820-838
781-789
836-654
612-630
472-480
398416
363-381
265-2687
264-282
495-513
1535-1555
787-807
1327-1347
428-448
982-1002
177-185
251-269
300-318
362-380
424-442
430448
435-453
485-513
b610-628
515-533
516-534
568-576
673-691
738-758
772-780
776-794
787-807
841-868
844-862
853-871
285-1003
1179-1197
1198-12186
1200-1218

HeEC R
GCGTGGAGCTGAGAGATAA
GCCTGTAGCCCATGTTGTA
GGTATGAGCCCATCTATCT
CCAGGGACCTCTCTCTAAT
GGCCGACTATCTCGACTTT
TGACAAGCCTGTAGCCCAT
GGTCTACTTTGGGATCATT
CCCAGGGACCTCTCTCTAA

AATCGGCCCGACTATCTCGACTT
AAUGGCGUGGAGCUGAGAGAU

AACCUCCUCUCUGCCAUCAAG

AACUGAAAGCAUGAUCCGGGA
AAUCUCGACUUUGCCGAGUCU
AAGGGUGACCGACUCAGCGCU
AAUCAGCCGCAUCGCCGUCUC

AACCCAUGUGCUCCUCACCCA

AAGCUCCAQUGGCUGAACCGEC

AAGUCAGAUCAUCUUCUCGAA
AAGGGACCUCUCUCUAAUCAG

CCTCAGCCTCTTCTCCTTCCTGA

AAUCCUCAGCCUCUUCUCCUU
AACCAAUGCCCUCCUGGCCAA
CTGATTAAGTTGTCTAAACAA
CCGACTCAGCGCTGAGATCAA
CTTGTGATTATTTATTATTIA
AAGCCTGTAGCCCATGTTGTA
TAGGGTCGGAACCCAAGCTTA
CUGAAAGCAUGAUCCGGGA
AGGCGEUGCUUGUUCCUCA
CCACCACGCUCUUCUGCCU
AGGGACCUCUCUCUAAUCA
UGACAAGCCUGUAGCCCAU
GCCUGUAGCCCAUGUUGUA
UAGCCCAUGUUGUAGCAAA
CCAAUGCCCUCCUGGCCAA
CCAAUGGCGUGGAGCUGAG
GGCGUGGAGCUGAGAGAUA
GCGUGRAGCUGAGAGAUAA
GCCUGUACCUCAUCUACUC
CCUCCUCUCUGCCAUCAAG
GGUAUGAGCCCAUCUAUCU
GCUGGAGAAGGGUGACCGA
GAGAAGGGUGACCGACUCA
GCCCGACUAUCUCGACUUU
GCAGGRUCUACUUUGGGAUC
GGUCUACUUUGGGAUCAUU
UGGGAUCAUUGCCCUGUGA
GGTCGCGAACCCAAGCTTAG
CCAGAATGCTGCAGGACTT
GAGAAGACCTCACCTAGAA
GAAGACCTCACCTAGAAAT

ECSIES
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CCAGATETTTCCAGACTTGC
CTATTTATGTTITGCACTTG
TCTAAACAATGCTGATTTG
GACCAACTGTCACTCATT
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HeEh
Ry

BETF | siRNA | R7FE | KD (%)
TNF- & 4nM 1.6uM

TNF-a LCA PN73 20.08
TNF-¢ LC2 19.06
TNF- LC3 23.17
TNF- o LC4 26.67
TNF- @ LC5 46.78
TNF- ¢ LC8 44.10
TNF-a LC? 42.76
TNF-a LC8 41.24
TNF-¢ LC9 40.32
TNF- LC10 13.562
TNF- o LC11 7.89
TNF- LC12 40.61
TNF- @ LC13 48.29
TNF- ¢ LC14 50.76
TNF-a LC16 55.91
TNF-u LC17 50.78
TNF- & LCi8 63.44
TNF- a LC19 61.83
TNF- LC20 42.68
TNF-a YC12 43.60
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#11 PNSOY/siRNABEEICK DN ESNLE INF-a /v o ¥ T
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2/24/2005 Hok
B

BET [ siBNA | RTFE | KD (%)
TNF- @ 4nM 1.6uM

TNF- ¢ LC1 PN509 31.13
TNF- o LC2 37.04
TNF-o LC3 30.14
TNF-a LC4 22.71

TNF-a LC5 34.93
TNF-a LGS 50.19
TNF- Lc7 56.11

TNF- o LC8 47.35
TNF-o LCS 58.20
TNF-a LG10 25.62
TNF-o LC11 25.65
TNF- o LC12 17.03
TNF- LC13 25.04
TNFE- LC14 42.78
TNF-o LCi6 40.06
TNF-o LC17 48.94
TNF-a LC18 58.13
TNF- & LC1g 56.38
TNF- o LC20 71.12
TNF-a YC12 64.37
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#Z12 PN250/SIRNABREBHICKDMNEN/ZZINF-a /v I 5T
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2/5/2005 BHEE
2l
BT siRNA | X7FE | KD (%)
TNF-¢ 20nM PN250
TNF-o YC11 0.5uM 13.70
TNF- o Yc12 17.06
TNF-« YC17 17.30
TNF-a Yc18 20.72
TNF-a LC13 20.65
TNF- o LCz0 -3.80
TNF- & TNF-4 0.90
TNF- YCi1 0.75uM 21.09
TNF- o YC12 21.66
TNF-o YC17 20.82
TNF-o YC18 17.82
TNF- LC13 18.04
TNF- o LC20 10.72
TNF-c TNF-4 14.39
TNF-« YC11 1uM 33.10
TNF- YC12 15.91
TNF- @ YC17 24.68
TNF-a YCi8 24.66
TNF-a LC13 31.35
TNF- LC20 26.53
TNF-o TNF-4 26.47
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CoP458 clBR LCz0 CD14 0.4 KD7L 0.4 Kb&aL
1.3 KD#&L 1.3 KDzl
4 Kbzl 4 KDL
CobP4s7 R7FRET LC20 0.4 KD#&L 0.4 KDL
1.3 KD#A L 13 KDL
4 KD#&L 4 KDL
CoP278 TAT+HA YCi2 0.4 KD7zL 0.4 KDL
1.3 KDL 1.3 KDL
4 KDL 4 KDL
CoP277 PN73 LC13 MTF 0.18 31.95 0.19 61.61
0.38 32.83 0.38 © 78.31
0.75 30.29 0.75 73.94
1.50 41.42 1.50 73.14
3.00 39,88 3.00 58.14
6.00 20.23 6.00 50.71
CoP277 PN73 LC13 cD14 0.000 93.06
0.002 83.63
0.011 72.58
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PN73 (uM) siRNA (M) ®H  TNF2 TNF4 LCB
0 100 100 100 100

1.2 14.81 9999 8028 7022 73.44 10

3.6 44.44 10011  69.33 6297 63.04

11 133.33 9999 57.82 6271 59.57

33 400.00 99.96 6451 78.48 51.30
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o | ko HE 4 5 6 7 8 9 10 11 12
N EE 74.69 | 61.87 | 62.57 | 55.47 | 41.41|39.42 [ 27.21|

. | 5EBK2EHE 66.69 | 69.78 | 68.27 | 64. 18 | 63. 86 | 64. 37 | 56. 52
. | 6ABK2EE 64.21 | 65.78 | 67. 74 | 64. 12 | 58. 64 | 53. 96
. | 7BBK2EHE 63.03 | 62,50 | 69.94 | 62. 63 | 58. 07
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21()

This International Searching Authorify found muitiple {(groups of)
inventions in this international application, as follows:

Invention 1: Claims 1-6, 11 (in part), 12 (in part), 13-21, 26 (in
part), 27 {in part), 28-36, 41 (in part), 42 (in part), 43-53,
58

(in part), 59 (in part), 60-70, 75 (in part), 76 (in part},
77-87

Methods and compositions comprising a pelynucleotide
delivery-enhancing polypeptide and a double stranded nucleic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises Histone H2B, compositions mixtures, and methods
relating thereto.

Invention 2: Claims 11-12 (in part}, 26-27 (ip part), 41-42 (in
part), 58-59 (in part), 75-76 (in part)

Methods and compositions comprising a polynucleotide
deiivery-enhancing polypeptide and a deuble stranded nucieic
acid, wherein the polynucTeotide delivery-enhancing peptide
"comprises Histone H3, compesitions mixtures, and methods
relating thereto.

Invention 3: Claims 11-12 (in part), 26-27 (in part), 41-42 (in
part), 58-589 (in part), 75-76 (in part)

Metheds and compesitions comprising a pelynucleotide
delivery—-enhancing polypeptide and a double stranded nucleic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises Histone H4, compositions mixtures, and methods
relating thereto.

Invention 4: Cilaims 11-12 (in part), 26-27 {in part), 41-42 (in
part}, 58-89 (in part), 75-76 {in part)

Methods and compositions comprising a polynucleotide
delivery—enhancing polypeptide and a double stranded nucleic
acid, wherein the polynucleotide deljvery-enhancing peptide
comprises Histone H4, compositions mixtures, and methods
relating thereto.

Invention 5: Claims 11-12 (in part), 26~27 (in part), 41-42 (in
part), 68-59 (in part), 75-76 {in part)

Methods and compositions comprising a polynuclectide
delivery-enhancing palypeptide and a double stranded nucleic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises Histone HI, compositions mixtures, and methods
relating thereto.
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Inlsmatienal Application Ne. PCT/US2005 /015574

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Invention 6: Claims 7, 22, 37, 54, 71

Methods and compositions comprising a polynucleotide
delfvery-enhancing poiypeptide and a double stranded nucleic
acid, wherein the polynuclectide delivery-enhancing peptide
comprises an amphipathic amina acid, compositions mixtures,
and methods relating thereto.

Invention 7: Claims 8, 23, 28, 55, 72

Methods and compositions comprising a polynucleotide
delivery-enhancing polypeptide and a double stranded nucieic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises a transduction domain or motif, compositions
mixtures, and methods relating thereto.

Invention 8: Claims 9, 24, 39, 56, 73

Methods and compositions comprising a palynucleatide
delivery-enhancing polypeptide and a double stranded nucleic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises a fusogenic peptide domain or motif, compositions
mixtures, and methods relating thereto.

Invention 9: Ctaims 10, 25, 40, 57, 74

Methods and compositions comprising a polynucleotide
delivery-enhancing polypeptide and a double stranded nucleic
acid, wherein the polynucleotide delivery-enhancing peptide
comprises a DNA-binding domain or motif, compositions
mixtures, and methods relating thereto.

Invention 10-127: Claim 11 (in part), 26 (in part), 41 (in part},
E8 (in part), 75 (in part)

as invention 1, however wherein the polynucleotide delivery
enhancing polypeptide is the 4th peptide in tabie 2, the 5th
peptide in table 2, the 12th peptide in table 2, the 14th
peptide in table 2, the 15th peptide in table 2 ... , the
last peptide in table 8, respectively.
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