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(continued}

Parentduplex Duplex ID 21%’;“' 2232,1 i’b“; 0.2nM-384 | 200nM SD ngM 28”3’

5 AD-53806 AD-56983.2 0.74 0.89 | 1.14 1.16 0.10 0.06 | 0.02
AD-53806 AD-56983.3 0.91 105 | 102 1.04 0.09 0.10 | 0.08
AD-53806 AD-56983.4 040 057 | 0.83 1.05 0.03 0.02 | 0.08

0 AD-53806 AD-56983.5 0.33 051 | 083 0.90 0.03 0.04 | 003
AD-53806 AD-56977.3 0.44 0.49 | 0.62 0.95 0.17 016 | 0.06
AD-53806 AD-56977.1 027 | 058 | 081 0.88 0.06 007 | 0.08
AD-53806 AD-56977.2 0.41 060 | 0.81 0.90 0.01 0.07 | 012

2 AD-53806 AD-56976.1 0.40 064 | 085 0.90 0.14 021 | 0.01
AD-53806 AD-56976.2 0.37 0.47 | 0.70 1.01 0.09 010 | 0.13
AD-53806 AD-56980.1 0.47 054 | 0.83 0.97 0.12 0.02 | 0.14

- AD-53806 AD-56980.2 044 | 055 | 081 1.08 0.15 011 | 0.08
AD-53806 AD-56984.1 0.41 063 | 081 1.08 0.04 0.07 | 0.14
AD-53808 AD-56984.2 0.32 058 | 0.86 1.04 0.02 017 | 007
AD-53806 AD-56987.1 0.37 0.63 | 0.82 1.11 0.08 008 | 0.05

2 AD-53806 AD-56987.2 0.33 059 | 0.79 1.02 0.05 0.05 | 0.13
AD-53806 AD-56991.1 036 | 057 | 0.73 1.08 0.01 007 | 0.18
AD-53806 AD-56993.1 0.41 054 | 0.75 0.99 0.12 0.09 | 0.06

20 AD-53806 AD-56995.1 0.35 045 | 0.67 1.00 0.07 0.02 | 012
AD-53806 AD-56978.1 0.35 0.67 | 0.88 0.91 0.04 022 | 005
AD-53806 AD-56978.2 0.47 055 | 0.78 1.12 0.03 001 | 007
AD-53808 AD-56981.1 045 | 065 | 086 1.08 0.01 016 | 0.15

% AD-53806 AD-56985.1 053 | 061 | 108 1.14 0.02 0.08 | 0.07
AD-53806 AD-56988.1 0.62 081 | 091 113 0.01 0.05 | 020
AD-53806 AD-56988.2 0.76 0.94 | 0.85 114 0.17 010 | 0.11

40 AD-53806 AD-56988.3 0.55 079 | 0.86 1.19 0.04 005 | 0.16
AD-53806 AD-56982.1 0.40 065 | 0.84 1.07 0.04 010 | 0.09
AD-53806 AD-56982.2 038 | 050 | 0.70 1,01 0.03 0.03 | 0.08
AD-53806 AD-56986.1 045 | 057 | 080 112 0.02 011 | 0.15

® AD-53806 AD-56986.2 0.49 059 | 0.79 1.04 0.01 0.05 | 0.17
AD-53806 AD-56989.1 0.69 084 | 095 112 0.08 006 | 0.12
AD-53806 AD-56990.1 0.49 056 | 0.79 1.08 0.03 0.02 | 013

50 AD-53806 AD-56992.1 0.61 070 | 0.90 1.14 0.01 0.04 | 0.14
AD-53806 AD-56992.2 0.48 063 | 087 0.99 0.05 010 | 0.07
AD-53806 AD-56994.1 0.88 | 089 | 097 1,11 0.02 0.06 | 0.13
AD-53806 AD-56994.2 034 | 042 | 073 0.98 0.01 0.05 | 0.05

* AD-53806 AD-56996.1 050 059 | 077 0.95 0.07 012 | 0.10
AD-53806 AD-57001.1 0.44 054 | 077 1.08 0.01 0.05 | 0.12
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{continued)

Parentduplex |  Duplex ID 22\0\;“’1 2233" i’;“g 0.20M-384 | 200nMsD | 30 "'S”g’
AD-53806 | AD-57007.1 062 | 068 | 091 1.1 0.04 002 | 019
AD-53806 | AD-57013.1 065 | 078 | 0.94 147 0.05 004 | 0.22
AD-53606 | AD-57019.1 057 | 0.74 | 087 114 0.01 008 | 0.13
AD-53808 | AD-57022.1 046 | 048 | 072 0.98 0.14 601 | 017
AD-53806 | AD-57025.1 0a7 | 047 | 068 0.92 0.04 011 | 0.06
AD-53806 | AD-56997.1 041 | 056 | 077 0.88 0.00 040 | 0.09
AD-53806 | AD-57002.1 046 | 058 | 081 1.04 003 0.08 | 0.08
AD-53806 | AD-57008.1 068 | 075 | 091 113 0.02 003 | 015
AD-53806 | AD-57014.1 0.80 | 082 | 0.99 147 0.02 001 | 012
AD-53806 | AD-57020.1 051 | 053 | 081 107 047 008 | 007
AD-53806 | AD-570202 037 | 046 | 068 1.02 0.04 007 | 0.43
AD-53806 | AD-57026.1 034 | 051 | 068 0.97 0.0t 0.08 | 006
AD-53806 | AD-57003.1 076 | 090 | 094 1.1 0.02 0.16 | 0.11
AD-63806 | AD-57009.1 081 | 088 | 0.93 0.98 0.01 0.03 | 040
AD-53806 | AD-57015.1 072 | 092 | 0.90 1.04 0.01 005 | 0.15
AD-53806 | AD-57023.1 041 | 050 | 075 1.00 0.08 0.07 | 0.08
AD-53806 | AD-57027.1 038 | 046 | 0.68 0.93 011 0.00 | 007
AD-53806 | AD-56998.1 045 | 057 | 0.94 0.98 0.01 0,08 | 0.11
AD-53806 | AD-57004.1 035 | 061 | 0.80 113 0.03 004 | 013
AD-53806 | AD-57010.1 043 | 064 | 081 1.00 0.01 0.07 | 015
AD-53806 | AD-57016.1 044 | 071 | 0.80 0.97 0.01 0.25 | 0.5
AD-53806 | AD-56999.2 049 | 060 | 0.69 1.04 0.04 002 | 016
AD-53806 | AD-56999.1 039 | 055 | 0.68 0.95 0.01 000 | 040
AD-53806 | AD-57021.1 040 | 058 | 0.71 1.02 0.03 003 | 0.1
AD-53806 | AD-57024.1 041 | 049 | 0s8 102 0.14 0.00 | 0.10
AD-53806 | AD-57005.1 045 | 056 | 087 1.08 0.03 003 | 020
AD-53806 | AD-57011. 053 | 063 | 0.92 1.02 0.02 007 | 010
AD-53806 | AD-57017.1 048 | 060 | 0.81 107 0.00 001 | 0412
AD-53808 | AD-57000.2 050 | 060 | 074 0.93 0.04 0.01 | 002
AD-53808 | AD-570003 054 | 049 | 012 0.97 022 008 | 000
AD-53806 | AD-57000.1 070 | 076 | 0.80 0.95 0.02 005 | 004
AD-53806 | AD-57006.2 048 | 075 | 076 0.94 0.00 031 | 042
AD-53808 | AD-57006.3 045 | 057 | 074 0.08 0.08 008 | 0.12
AD-53806 | AD-57006.1 064 | 076 | 0.84 0.97 0.00 011 | 0.10
AD-53806 | AD-57012.1 053 | 083 | 079 0.93 0.04 04z | 002
AD-53806 | AD-57018.1 067 | 073 | 072 0.93 0.07 004 | 003
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[0439] sIRNAs with a variety of chemical madificalions based on the parent sequences of AD-53815 and AD-53806
were also screened for in vitra efficacy by transfection in Hep3B cells at 10nM and 0. 1nM. The results of this structure-
activily relationship screen are shown in Table 7, and are expressed as the average fraction message remaining relative
to control +{- SD,

Table 7. Efficacy screens for lead optimization of AD-53815 and AD-53806 by transfection in a human cells.

Parent duplex Duplex 1D Trans 10nM Avg | Trans 10nM SD | Trans 0.1nM Avg Trans 0.1nM 3D
AD-53815 AD-53815.5 0.14 0.05 0.24 ND
AD-53815 AD-53815.4 0.18 0.07 0.38 ND
AD-53815 AD-56633.1 0.18 0.10 0.24 ND
AD-53815 AD-56617.1 0.13 0.06 0.25 ND
AD-53815 AD-56623.1 0.14 0.05 0.24 ND
AD-53815 AD-56629.1 0.14 0.02 0.17 ND
AD-53815 AD-56635.1 0.12 0.02 0.22 ND
AD-53815 AD-56641.1 0.15 0.01 0.18 ND
AD-53815 AD-56625.1 012 0.03 0.29 ND
AD-53815 AD-56631.1 0.13 0.01 0.20 ND
AD-53815 AD-56637.1 0.22 0.14 0.16 ND
AD-538156 AD-56643.1 0.18 0.08 0.16 ND
AD-53815 AD-56649.1 0.16 0.00 0.19 ND
AD-53815 AD-56655.1 0.24 0.1 0.24 ND
AD-53815 AD-56615.1 0.15 0.00 0.32 ND
AD-53815 AD-56621.1 0.20 0.07 0.41 ND
AD-53815 AD-56627.1 0.17 0.04 0.31 ND
AD-53815 AD-56639.1 0.19 0.08 0.24 ND
AD-53815 AD-56645.1 0.19 0.09 0.27 ND
AD-53815 AD-56651.1 0.29 0.09 0.68 ND
AD-53815 AD-56610.1 0.21 0.11 0.23 ND
AD-53815 AD-56616.1 0.16 0.04 0.29 ND
AD-53815 AD-56622.1 0.18 0.07 0.36 ND
AD-53815 AD-56628.1 0.28 0.07 0.60 ND
AD-53815 AD-56634.1 0.16 0.04 0.29 ND
AD-53815 AD-56640.1 0.21 0.09 0.26 ND
AD-53815 AD-56646.1 0.27 0.21 0.37 ND
AD-53815 AD-56652.1 0.26 0.08 0.29 ND
AD-53815 AD-56611.1 0.35 0.1 0.96 ND
AD-53815 AD-56647.1 017 0.09 0.13 ND
AD-53815 AD-56653.1 0.17 0.08 0.28 ND
AD-53815 AD-56612.1 0.17 0.07 024 ND
AD-53816 AD-56618.1 0.14 0.00 0.26 ND
AD-53815 AD-56624.1 0.15 0.02 0.27 ND
AD-53815 AD-56630.1 0.13 0.0t 0.24 ND
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(continued)

Parent duplex Duplex ID Trans 10nM Avg | Trans 10nM SD | Trans 0.1nM Avg | Trans 0.1nM SD
AD-53815 AD-56636.1 017 0.08 0.22 ND
AD-53815 AD-56642.1 0.12 0.03 013 ND
AD-53815 AD-56648.1 0.15 0.056 0.214 ND
AD-53815 AD-56654.1 0.22 0.10 0.24 ND
AD-53815 AD-56613.1 0.17 0.07 0.40 ND
AD-53815 AD-56619.1 0.21 0.12 0.30 ND
AD-53815 AD-56614.1 0.12 0.01 0.23 ND
AD-53815 AD-56620.1 012 0.02 0.15 ND
AD-53815 AD-56626.1 0.14 0.03 0.20 ND
AD-53815 AD-56632.1 0.12 0.02 0.21 ND
AD-53815 AD-56638.1 0.15 0.10 0.23 ND
AD-53815 AD-56644.1 0.23 0.1 0.17 ND
AD-538156 AD-56650.1 0.13 0.03 0.20 ND
AD-53815 AD-56656.1 0.26 0.03 0.27 ND
AD-53815 AD-56662.1 0.13 0.06 0.18 ND
AD-53815 AD-56668.1 0.19 0.05 0.20 ND
AD-53815 AD-56673.1 0.18 0.05 0.24 ND
AD-53815 AD-56678.1 0.17 0.00 0.20 ND
AD-53815 AD-56683.1 0.29 0.22 0.27 ND
AD-53815 AD-56688.1 019 0.02 0.18 ND
AD-53815 AD-56657.1 0.18 0.14 0.34 ND
AD-53815 AD-56663.1 0.1 0.04 0.18 ND
AD-53815 AD-56669.1 0.11 0.02 0.31 ND
AD-53815 AD-56674.1 0.14 0.00 0.21 ND
AD-53815 AD-56679.1 0.14 0.08 0.18 ND
AD-53818 AD-56684.1 0.14 0.03 0.18 ND
AD-53815 AD-56689.1 0.18 0.09 0.18 ND
AD-53815 AD-56693.1 0.19 0.11 0.21 ND
AD-53815 AD-56658.1 0.19 0.13 0.30 ND
AD-53815 AD-56664.1 0.15 0.07 0.20 ND
AD-53815 AD-56670.1 0.18 0.10 0.26 ND
AD-53815 AD-56680.% 0.27 0.05 0.31 ND
AD-53815 AD-56685.1 0.14 0.02 0.28 ND
AD-53815 AD-56690.1 0.10 0.03 0.18 ND
AD-53815 AD-56694.1 .15 0.06 0.17 ND
AD-53815 AD-56658.1 0.16 0.04 0.27 ND
AD-53815 AD-56665.1 0.14 0.06 0.26 ND
AD-53815 AD-56671.1 0.11 0.01‘ 0.29 ND
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{continued)

Parent duplex Duplex ID Trans 10nM Avg | Trans 10nM SD | Trans 0.1nM Avg | Trans 0.1nM 8D
AD-53815 AD-56676.1 0.14 0.06 0.20 ND
AD-53815 AD-56681.1 0.15 0.03 0.30 ND
AD-53815 AD-56686.1 015 0.03 .26 ND
AD-53815 AD-56691.1 0.11 0.02 0.16 ND
AD-53815 AD-56695.1 0.14 0.06 0.24 ND
AD-53815 AD-56660.1 0.10 0.03 0.37 ND
AD-53815 AD-56666.1 .18 043 0.22 ND
AD-53815 AD-568672.1 0.14 0.02 0.35 ND
AD-53815 AD-56677.1 0.15 0.04 0.23 ND
AD-53815 AD-56682.1 0.14 0.06 0.28 ND
AD-53815 AD-56687 .1 0.24 0.01 0.53 ND
AD-53815 AD-56682.1 0.09 0.1 0.36 ND
AD-53815 AD-56696.1 0.16 0.09 0.26 ND
AD-53815 AD-56661.1 0.21 0.15 0.48 ND
AD-53815 AD-56667.1 0.22 0.16 0.26 ND
AD-53806 AD-53806.11 0.19 0.05 0.25 0.06
AD-538086 AD-53806.13 0.21 0.07 0.21 0.16
AD-53806 AD-53806.12 0.21 0.08 0.21 0,02
AD-53806 AD-53806.5 0.22 0.01 0.29 0.06
AD-53806 AD-53806.6 0.24 0.07 0.33 0.12
AD-53806 AD-53806.7 0.19 .02 0.24 0.11
AD-53806 AD-538B06.8 0.20 0.01 0.23 0.05
AD-53806 AD-53806.9 0.22 0.01 0.19 0.06
AD-53806 AD-53806.10 017 0.01 0.21 0.07
AD-53806 AD-56979.1 0.18 0.00 0.28 0.14
AD-53806 AD-56979.2 0.24 0.11 0.24 0.12
AD-53806 AD-56975.3 0.26 0.09 0.28 0.18
AD-53806 AD-56975.4 0.35 0.02 0.50 0.23
AD-53806 AD-56975.5 017 0.01 0.21 0.18
AD-53806 AD-56975.1 0.24 0.09 0.32 0.12
AD-53806 AD-56975.2 0.19 0.04 0.16 6.02
AD-53806 AD-56983.1 0.17 0.01 0.32 0.18
AD-53806 AD-56983.2 0.28 0.07 0.63 0.15
AD-53806 AD-56983.3 122 0.81 0.83 0.02
AD-53806 AD-56983.4 0.25 0.10 0.24 0.10
AD-53806 AD-56983.5 017 0.01 0.26 0.16
AD-53806 AD-56977.3 0.31 0.1 0.28 0.23
AD-53806 AD-56977.1 0.22 0.04 0.34 0.12
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{continued)

Parent duplex Duplex ID Trans 10nM Avg | Trans 10nM SD | Trans 0.1nM Avg | Trans 0,1nM SD
AD-53806 AD-56977 .2 0.22 0.05 0.29 0,16
AD-53806 AD-56976.1 0.21 0.09 0.34 0.20
AD-53806 AD-56976.2 0147 (.03 0.26 0.04
AD-53806 AD-56980.1 0.22 0.04 0.20 0.02
AD-53806 AD-56980.2 0.19 0.01 0.20 0.06
AD-53806 AD-56984 .1 0.24 0.11 0.22 0.10
AD-53806 AD-56984.2 0.19 0.01 0.21 0.10
AD-53806 AD-56987 .1 0.9 0.05 0.29 0.19
AD-53806 AD-56987.2 0.24 0.03 0.24 0.09
AD-53806 AD-56991.1 0.17 0.01 017 0.08
AD-538086 AD-56893.1 0.14 0.09 0.22 0.06
AD-53806 AD-568956.1 0.19 0.07 .27 0.13
AD-53806 AD-56978.1 0.27 0.12 0.36 0.12
AD-53806 AD-56978.2 0.24 0.03 0.20 0.01
AD-53806 AD-56981.1 0.22 0.03 0.28 017
AD-53806 AD-56985.1 0.21 0.00 0.28 0.04
AD-53806 AD-56988.1 0.20 0.02 0.24 6.02
AD-53806 AD-56988.2 0.20 0.03 0.27 0.13
AD-53806 AD-56988.3 0.23 0.03 0.27 0.01
AD-53806 AD-56982.1 .23 0.06 0.24 0.00
AD-53806 AD-56982,2 0.21 0.06 0.18 0.07
AD-53806 AD-56986.1 0.23 0.056 0.20 0.06
AD-53806 AD-56986.2 0.24 0.04 0.25 0.13
AD-53806 AD-56989.1 0.31 0.02 0.43 0.00
AD-53806 AD-56990.1 027 0.00 0.28 0.10
AD-53806 AD-56992 1 .27 0.06 0.31 0.01
AD-53806 AD-56982.2 0.22 .10 0.30 0.14
AD-53806 AD-56994 1 0.97 0.05 0.85 0.09
AD-53806 AD-56994.2 0.22 0.09 0.26 0.01
AD-53806 AD-569986.1 0.18 0.04 0.31 0.08
AD-53806 AD-57001 .1 0.24 0.08 0.23 0.08
AD-53806 AD-57007.1 0.256 0.01 0.27 0.03
AD-53806 AD-57013.1 0.30 0.08 0.33 0.02
AD-53806 AD-57019.1 0.29 0.03 0.28 0.02
AD-53806 AD-57022.1 0.20 0.06 0.21 0.05
AD-53806 AD-570251 0.23 0.12 0.25 0.15
AD-53806 AD-56997 .1 0.20 0.05 0.25 0.1
AD-53806 AD-57002.1 0.21 0.07 0.28 0.01

140




10

i5

20

25

30

35

40

45

50

&6

EP 2929 031 B9

(continued)

Parent duplex Duplex 1D Trans 10nM Avg | Trans 10nM SD | Trans 0.1nM Avg | Trans 0.1nM SD
AD-53806 AD-57008.1 0.26 .01 0.31 0.01
AD-53808 AD-57014.1 0.32 0.03 0.43 0.05
AD-53806 AD-57020.1 0.19 0,00 0.23 0.1
AD-53806 AD-57020.2 0.20 0.08 0.28 0.22
AD-53806 AD-57026.1 0.34 0.24 0.37 0.24
AD-53806 AD-57003.1 0.34 0.04 0.45 0.156
AD-53806 AD-57009.1 0.30 0.07 0.40 0.02
AD-53806 AD-57015.1 0.32 0.01 047 0.04
AD-53806 AD-57023.1 0.17 0.06 0.27 0.13
AD-53806 AD-57027 .1 0.20 0.03 0.19 6.1
AD-53806 AD-56998.1 0.23 0.09 0.29 0,24
AD-53806 AD-57004.1 0.24 0.13 030 0.12
AD-53806 AD-57010.1 0.23 0.09 0.23 0.1
AD-53806 AD-57016.1 0.21 0.03 0.23 0.06
AD-53806 AD-56989.2 0.26 0.10 0.35 0.05
AD-53806 AD-56999.1 0.24 0.08 0.28 0.21
AD-53806 AD-57021.1 018 0.04 0.29 017
AD-53806 AD-57024.1 0.20 0.09 0.28 o.M
AD-53806 AD-57005.1 0.18 0.10 0.2¢ 0.17
AD-53806 AD-57011.1 0.21 0.07 0.26 0.12
AD-53806 AD-57017 .1 0.20 0.07 0.29 0.21
AD-53806 AD-57000.2 0.20 0.04 0.29 0.21
AD-53806 AD-57000.3 0.22 0.11 0.30 0.16
AD-53806 AD-67000.1 0.25 6.4 0.38 0.33
AD-53806 AD-57006.2 0.22 0.14 0.31 0.18
AD-53806 AD-57006.3 0.19 0.08 0.31 0.25
AD-53B06 AD-57006.1 0.20 012 0.41 0.29
AD-53806 AD-57012.1 0.18 0.05 0.36 0.17
AD-53806 AD-57018.1 0.20 0.37 0.10 0.14

[0440] To determine whether any of the siRNAs from the jn vitro SAR screen are more effective at silancing PCSKY
than the parent siRNA {AD-53815) PCSKS transgenic mice were administered a single 3 mglkg dose of the siRNAs
shown in Figure 4, and 72 hours post-dosing, PCSK9 protein levels were determined by ELISA assay. The results,
shown in Figure 5, demanstrate that AD-57828 Is surpringly effective at silencing PCSKS. Figure 6 shows that, not only
does a single dose of AD-57928 effactively knock-down PCSK9 protein, but there is also a dose response using AD-57928.

Example 4. Split Dosing Study Using AD-57928
[0441] The ability of AD-57928 to suppress expression of PCSKS protein was assessed by measuring levels of human
PCSKS (hPCSKS) protein in serum of hPCSK® fransgenic mice foliowing administration of AD-57928, AD-57928 was

administered subcutaneously using six different dosing schedules that included a "loading phase" during the Tirst week
{one dose of 0.5 mg/kg, 1 mg/kg or 2 mg/kg daily for 5 subsequent days), followed by a "maintenance phase” {once or
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twice weekly dosing of either 0.5 mglkg, 1 mo/kg or 2 mgfkg for 5 weeks), as is described in Table 8 below. The last
dose was administered at day 38. Each dosing schedule was tested using a group of 3 mice that included two males
and one female. A control group received injections with PBS,

Tabla 8. Dosing Schedules for administration of AD-57928

Test Article Week 1 Weeks 2-6
Loading Dose (mg/kg) | Total Dose (mg/kg) | Maintenance dose (mg/kg) | Total Weekly Dose (mgikg)

PBS 5x 0 2x 0

AD-57928 X2 10 2x2 4

AD-57928 5x2 10 1x2 2

AD-57928 5x1 5 2x1 2

AD-57928 5x1 5 1x1 1

AD-57928 5x0.5 25 2x0.5 1

AD-57928 5x0.5 2.5 1x0.5 05

[0442] Serum was collected 3 days prior to administration of the first dose and on days 1,4, 7,10, 14, 17, 21, 24, 28,
31, 35, 38, 42, 45, 52, 59 and 65 after the first dose, PCSKQ protein levels in serum were assessed by ELISA assay.
The results are shown in Figures 6, 7 and 8.

[0443] Reduced of hPCSK9 serum protein levels were observed 72 hours following the first dose, and were sustained
through day 38. Administration of AD-57928 at the loading doses of 5x2 mg/kg, 5x1 mglkg and 5x0.5 mg/kg resulted in
~80%, ~70% and ~60% reduction of hPCSK9 serum protein levels, respectively (see Figures 6-8). In the group dosed
using the 2x maintenance dosing schedule, the reduced leveis of hPCSKS were sustained for 1 week longer than in the
group dosed using the 1x maintenance dosing schedule, and returned to baseline 4 weeks after the last dose (see
Figures 6-8).

Example 5. Phosphorothioate Titration

[0444] In order to determine the effect of the number and posifion of phosphorothioate modifications on the ability of
dsRNAto inhibit the expression of PCSK9, a number of siRNAs based on the parent sequences of AD-57928, AD-53806
and AD-53830 as shown in Table 9 were prepared and tested, To determine whether any of the siIRNAs are more
effective at silencing PCSK® than AD-57928, PCSK9 transgenic mice were administered a single 0.3 mg/kg dose of the
siRNA in Table 9, and 72 hours post-dosing, PGSKY protein levels were determined by ELISA assay. Theresults, shown
in Figure 9, demonstrate that AD-57928 is surpringly effective at silencing PCSK9, AD-58893, AD-58894, AD-58808,
AD-58897, AD-58898 and AD-58899 were also able to slience PCSKO as compared to the control.
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Example 6, Liver Drug Levels of AD-57928 and AD-58895

[0445] The goal of this study was to quantify siRNA levels in the liver of wild-type mice in order to define appropriate
conditions for drug leve! screening. The siRNAs used in the experiment were AD-57928 and AD-58895 (that produced
no decrease In PCSKA protein level In Example 5). AD-58895 was used as a comparator to define timepoints at which
a difference in drug level reflective of efficacy is observable,

[0446] A total of 33 C57B6 fernale mice were used inthe experiment (3 mice per group). These mice were administered
a single subcutaneous dose of either AD-57928, AD-58885 or PBS as a control. Livers were collected at 4, 24, 48, 72,
96 and 168 hours post-dose, Duplicate tissue aliquots per sample were collected, and the concentration of siRNA in the
liver was measured using a newly designed antisense sequence specific gRT-PCR assay. The measured amount of
AD-57928 and AD-58895 per gram of liver over time is shown in Figure 10, and the amount of AD-57928 and AD-58895
expressed as a percentage of total theretical dose is shown in Figure 11. The limit of detection {LOD) of the gRT-PCR
assay was ~1 ng/ g of liver, and the assay showed good performance and accurate duplicates reproducibility. The restuits
indicate that AD-57828 is more stable in the liver and AD-58895 Is less stable, and both can be detected across all
timepoints. At 7 days post dose, the level of AD-57928 is >100 fold above the LOD of the gqRT-PCR assay, and the level
of AD-58895 is >10 fold above LOD. The concentrations of AD-57928 and AD-58895 differ on average >10 fold according
to their predicted stability and the observed efficacy. The timepoint between 72 and 120 hours post dese may be
approptiate for siRNA concentration based screens,

Example 7. Optimization of AD-57928

[0447] In order to enhance the in vivo activity and stability of AD-57928, additionat IRNA agents based on the parent
sequences of AD-57928 were prepared and tested (Table 10; the "Sense" sequences in Table 10 are disclosed as SEQ
ID NOS: 1653-1658, respectively, in order of appearance, and the "Antisense" sequences are disclosed as SEQ ID
NOS: 1659-1664, respectively, in order of appearance; the same sense and antisense sequences disclosed in Table
10 are alsc disclosed in Figure 12A).

[0448] The unmodified sense and antisense sequences for AD-60212 are:

Sense - 5- CUAGACCUGUTUUGCUUUUGU - 3' (A-122088.3; SEQ ID NO:1665); and
Antisense - 5~ ACAAAAGCAAAACAGGUCUAGAA - 3'(A-120190.19; SEQ ID NO:16686).

[0449] Ingeneral, these compounds contained fewer 2'-fluro modifications and fluore-modified uridines were removed.
The in vitro potency of these duplexes was tested by transfection of HeLa and Hep3b cells. As shown in Figure 12B,
AD-59849, AD-50228, and AD-80212 have |Cg, values comparable lo the parent {AD-57928).

[0450] The abliity of these duplexes to persist in vivo in the liver was also determined by administering 1 mg/kg of
each duplex to wild-type mice and determining the siRNA level by quantitative PCR, As depicted In Figure 13, all of the
duplexes show greater persistence in the liver than the parent duplex starting at the post-12¢ hours administration
timepoint,

[0451] The ability of these duplexes to suppress expression of PCSKO proteln was also assessed in vivo by measuring
jevels of PCSKS protein, LDL, HDL, total cholesterol (Tc), triglycerices (Tgs), alanine transaminase {ALT), aspartate
aminotransferase (AST), and alkaline phosphatase (ALP) in the serum of non-human primates (NHP). The presence of
injection site reation was also monitored. The duplexes were administered using a dosing schedule thal included a
"loading phase" during the first week (one dose of 2 mg/kg daily for 5 subsequent days, qdx5), followed by a "maintenance
phase” {three weekly doses of 2 mg/kg for 3 weeks, qwx3), as is described in Table 11 below.
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Table 11, Dosing Schedules

Test Article | Group Number (N Dose Level (mg/kg) | Dose Frequency Cumulafive dose (mg/kg)
AD-57928 1 2 qdx5+qwx3, 8 16
doses
AD-59849 | 2 2 qdx5+qwx3, 8 i6
doses
AD-60888 | 3 2 qdx5+qwx3, 8 16
3 doses
females
AD-59223 | 4 2 gdx5+qwx3, 8 16
doses
AD-60212 | 5 2 qdx5+qwx3, 8 i
doses
AD-59228 6 2 qdx5+gwx3, 8 16
doses
Blood : Days -9, -6, -3, 4, 7, 10, 14, 17, 21, 24, 28, 31, 35, 42, 49, 56, 63 (first dose, Day 1)
Injection site observation: Yes
Readouts: PCSKY protein, LDL, HDL, Tc, Trigs, ALT, AST, ALP

[0452] As shown in Figures 14A and 14B, all compounds except for AD-60688 achieve greater than 80% PCSKS
silencing and individual animals in the AD-60212 group achieve greater than 90% PCSKS silencing. Figure 15 demon-
strates that, in the absence of statins, all compounds except for AD-80688 achieve 60% LDL cholesterol lowering and
individual animals in the AD-59223 group achieve up te 77% LDL cholesterol lowering. Surprisingly, and as depicted in
Figure 18, the Indicated agents maintained cholesterol lowering 46 days following the last dose of the indicated agents.
Even more surprisingly, and as depicted in Figure 19, AD-60212 and AD-59849 maintain up to 60% LDL cholesterol
lowering to at least day 120 (93 days after the final dose), longer than any effect observed for an RNAI agent in vivo,
indicating that, following a loading phase, these compounds may be administered at a frequency of once a month, once
every two months, once every three months, once every four months, once every five menths, or once every six months
during the maintenance phase.

Example 8. Preparation of Additional AD-57928-Based PGSK9 Sequences
[0453] Additional IRNA agents based on the parent sequences of AD-57928 were prepared {see Table 12, below)

and tested jn vitro for potency by transfecting Hel.a and Hep3B cells with these agents. The ICg, values for these agents
are shown in Table 13,
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Table 13.1C4; values for the IRNA agents identified in Table 12.

Duplex 1D Hela IC55(nM) Hep3b ICg{nM)
AD-57928.47 0.0026 0.0005
AD-60928.1 0.0000 0.0009
AD-60929.1 0.0010 0.0027
AD-60930.1 0.0055 0.0019
AD-60931.1 0.0028 0.0019
AD-60932.1 0.0039 0.0036
AD-60933.1 0.0349 0.1518
AD-60934.1 0.2115 0.5420
AD-60927.1 >10 -

AD-57928.45 <3.57225e-005 0.0007
AD-60906.1 0.0048 0.0007
AD-60907 .1 0.0001 | <3.57225e-005
AD-60808.1 0.0003 0.0072
AD-60909.1 - 0.0142
AD-80910.1 0.0001 0,0030
AD-60911.1 0.0955 0.1935
AD-60912.1 0.1834 0.4106
AD-60913.1 0.2693 0.5715
AD-80914.1 0.2292 0.4319
AD-80915.1 0.2069 0.3185
AD-57928.45 0.0057 0.0027
AD-60916.1 0.0802 0.2040
AD-80917 1 0.1420 0.0976
AD-80918.1 0.4101 0.3268
AD-60919.1 0.3202 0.5143
AD-60920.1 0.5199 0.5978
AD-60921.1 0.7969 2.0875
AD-60922.1 1.1078 1.0307

Example 9. Repeat-Dose Efficacy of AD-57928

[0454] The repeat-dose efficacy of AD-57928 in suppressing expression of PCSK9 protein was assessed in vivo hy
measuring the levels of PCSK® protein, LDL, HDL, total cholesterol (Tc), triglycerides (Tgs), alanine ransaminase (ALT),
aspartate aminotransferase (AST), and alkaline phosphatase (ALP) in the serum of non-human primates {NHP). The
presence of injection site reation was alsa monitored. AD-57928 duplexes were subcutaneously administered using the
dosing schedules desctibed in Table 14 below. Group 5 animals were re-dosed with a single 25 mg/kg dose on day 92.
One additional group of animals was administered a single dose of 25 mg/kg. "2xw" is two times per week; "g2w" is

once every two weeks; and "giw" is once per week.
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Table 14. Dosing Schedules
A

B e R
e S| W PR oy | e

e

[0455] As depicted In Figure 16A, the most effective regimen for lowering LDL was a twice weekly regimen (2xw)
which achieved about a 0% reduction in LDL levels. The same cumulative dose administered less frequently was less
efficacious than the twice a week regimen. Figure 168 demonstrates that the 2xw regimen achieved greater than 80%
PCSK9 silencing.

[0456] Figures 17A and 17B demonstrate that a single 25 mg/kg dose of AD-57928 has the same onset of LDL and
PCSKY lowering, the same nadir of PCSK9 and LDL lowering, and squivalent rate of LDL lowering as a lower multiple-
dose of 2 mg/kg AD-57928 administered two times per week (2xw). These graphs also demonstrate that there is a trend
towards faster PCSKO lowering with the single 25 mgrkg dose and that recovery of both PCSKS levels and LDL levels
starts about 20 days after nadir is reached (day 7) for the 26 mg/kg single dose. The nadir for the 25 mg/kg single dose
is at Day 7.

Example 10. Tolerability of Optimized AD-57928 iRNA Agents

[0457] The additional iRNA agents prepared based on the parent sequences of AD-57928 described In Figure 12A
{and Table 10) were assessed for tolerability in rats. Male rats were subcutaneously administered 225 mg/kg of the
indicated IRNA agents on days 1, 8, and 15, and sacrificed and necropsied on day 16 (see Table 15). The animals were
observed for any clinical symptoms on a daily basis and the body weights of the anmals were determined pre-study and
weekly during the study. On day 16, blood from the animals was assessed hematologically, for coagulation and for
serum chemistry; the drug metabolism and pharmacokinatics of the agents were determined using liver samples from
the animals; and the heart, lungs (insufflated), kidneys, liver, spleen, testes, and first and last injection sites were analyzed
for any changes, There were no changes in clinical signs, visual injection site observations, serum chemistry, coagulation
or microscopic pathalogy of the liver, spleen lung, heart, or testes. Table 16 provides a summary of the liver weights,
the final body weights, the results of the hematological analyses and the pathology severity scores for the final Injection
sites and kidneys for sach agent tested.

Table 15. Dosing Schedules

Dose Vol. No. . Nx
Dose Group | TA Dose {(mg/kg) (mL/ kg) Males Dosing Schedule Day
1 PBS 0 3
AD-57928
2 (parant) 225 5 3 SConDays1,8,and | Day
15 16
AD-59849 225 3
4 AD-59223 225 3
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{continued)
Dose Vol. No. . Nx
Dose Group | TA Dose {(mafkyg) (mL/ kg) Mates Dosing Schedule Day
5 AD-59228 225 3
3] AD-60688 225 3
7 AD-60212 225 3
Table 16. Tolerability Summary

& AD-59849 AD-59223 AD-59228 AD-60688 AD-60212

57928

{parent)
No. PS 6 6 6 13 6 6
No. 2F 21 15 12 21 g 12
No. dT 0 0 0 0 0 1
[Liver] {ing/g} 907 +62 11390x160 | 12772231 1999+424 | 1624+147 | 1258+286
Final BW (% from contrel) | -2,1% -4.6% -21% -6.8% -0.5% -2.9%
Day 18 Hematology No No Change | TWBC, TLYM, | No Change | No Change No Change

Change hemolysis
Pay 16 Final Inj. Site y3(1.7) | 33(1.3) 2{3 (1.5) 313 (2.3) 2/3{(1.0) 3/3(1.3)
Inflammation
Day 16 Basophilic 3/3{2.0) 3/3 (2.3} 3/3(1.0) 3/3{2.0) 3/3{1.3) 3/3 (1.3)
Granules, Kidney

BW = Body Weight
WBC = White Blood Cell
L.YM = Lymphocytes

Pathology Severity Scores: 1 = minimal; 2 = slight; 3 = moderate

SEQUENCE LISTING

[0458]

<110> ALNYLAM PHARMACEUTICALS

<120> PCSK? IRNA COMPOSITIONS AND METHODS OF USE THEREOCF

<130> 121301-00420

<140> NEW APPLICATION
<141> Coneurrently Herewith

<150> 61/892,188
<151> 2013-10-17

<150> 61/886,916
<151> 2013-10-04

<150> 61/793,530
<151> 2013-03-15

151
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<150> 61/733,518
<151» 2012-12-05

<160> 1666

<170> Patentln version 3.5
<240> 1

<211> 16

<212> PRT

<213> Unknown

<220>
<221> source

EP 2 929 031 B9

<223> /note="Description of Unknown: Exemplary hydrophobic membrane translocation peptide”

<400> 1

ala Ala Val Ala Leu Leu Pro Ala Val Leu Leu Ala Leu Leu Ala Pro
5

1

<210> 2

<211> 11
<212> PRT
<213> Unknown

<220>
<221> source

10

<223 jnote="Descripiion of Unknown: RFGF analogue peptide”

<400> 2

Ala Ala Leu Leu Pro Val Leu Leu Ala Ala Pro

1

<210> 3
<211> 13
«212> PRT

<213> Human immunodeficiency virus

<400> 3

1

<210> 4

<211> 16

<212> PRT

<213> Drosophila sp.

<400> 4

Arg Gln Ile Lys Ile Trp Phe Gln Asn Arg Arg Met Lys Trp Lys Lys

1

5

152

10

15

Gly Arg Lys lys Arg Arg Gln Arg Arg Arg Pro Pro Gln
5

15
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<210> 5

<211> 19

<212> DNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic primer"

<400> 5
gcatcctgag ctacaciga

<210> 6

<211> 20

<212> DNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Desaription of Artificlal Sequence: Synthelic primer”

<400> 6
tgggtgtcgce tgltgaagte

<210> 7

<211> 18

<212> DNA

<213> Atificial Sequence

<220
<221> source

<223> /note="Description of Arfificial Sequence: Synthetic probe

<400> 7

19

20

ccaggtggte tectee 16

<210> 8

<211> 17

<212> DNA

<213> Artificial Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthetic primer"

<400> 8
acgtggetgg cattgea

<210> 9

<211> 23

<212> DNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence; Synthetic primer"

<400> 9

17
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aagtggatca glotctgect caa 23

<210> 10

«211> 22

<212> DNA

<213> Artificial Sequence

<220>
<221> source
«223> Inote="Description of Artificial Sequence: Syntheiic probe”

<400> 10
catgatgclg tetgecocgage og 22

<210> 114

<211> 21

<212> DNA

<213> Artificial Sequence

<220>
<221> source
«293> Inole="Description of Artificial Sequence: Synthetic oligonucleotide”

<220>
<221> source
<923> note="Description of Combined DNA/RNA Molecule: Synthetic oligonucleoctide”

<400> 11
cuuacgcuga guactucgat t 21

<210> 12

<211> 21

<212> DNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Arfificial Sequence: Synthetic oligonugteotide"

<220
<221> source
<223> fnote="Description of Combined DNA/RNA Molecule: Synthetic oligonucleoiide"

<400> 12
ucgaaguacu cagoguaagtt 21

<210> 13

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> fnote="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 13
cgaggacggc gacuacgagg a 21
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<210> 14

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 14
accgougege caaggauccg U 21

210> 15

<211> 21

<212> RNA

<213> Arlificial Sequence

<220>
<221> source
<223> note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 15
geugcgeeaa ggauccgugg a 21

<210> 16

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Ariificial Sequence: Synthetic oligonuclectide”

<400> 16
cuacguggug gugcugaagg a 21

<210> 17

<2ti> 21

<212> RNA

<213> Adtificial Sequence

<220>
<221> source
<223> fnole="Descriptlon of Artifictal Sequence: Synthetic oligonucleotide"

<400= 17
cccgecgggy auaceucace a 21

<210> 18

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence; Synthetic oligonuclectide™

<400> 18
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¢cgergggga uaccucacca a 21

<210> 19

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Arlificial Sequence: Synthetic oligonucleotide”

<400> 19
gccggggaua coucaccaag a 21

<210> 20

<211> 214

<212> RNA

<213> Artificial Sequence

<220>
<221> source
«223> note="Description of Artificial Sequence: Synthetic oligonuctectide”

<400> 20
cocggggauac cucaccaaga u 21

<210> 21

<211> 21

<212> RNA

<213> Adificial Sequence

<220>
221> source
<223> /note="Description of Artificial Sequence: Synthatic oligonucleotide”

<400> 21
auaccucacc aagauccuge a 21

<210> 22

<211> 21

<212> RNA

«<213> Artificial Sequence

<220>
<221> source
<223> inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 22
caccaagauc cugcaugucu u 21

<210> 23

<211> 21

<212> RNA

<213> Artificlal Sequence

<220>

<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”
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<400> 23
caagauccug caugucuucc a

<210> 24

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<293> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 24
guugccceal gucgacuaca u

<210> 25

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> souice

«223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 25
gcocccaugus gacuacaucg a

<210> 26

<211> 24

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Diescription of Artificial Sequence: Synthetic oligonucleotice”

<400> 26
ccaugucgac uacaucgagg &

<210= 27

<211=> 21

<212> RNA

<213> Arificlal Sequence

<220>
<221> source

«223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 27
ucgacuacau ¢gaggaggac u

<210> 28

<211> 21

<212> RNA

«213> Artificial Sequence

<220>
<221> source

21

21

21

21

21

EP 2929 031 BY
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«223> inote="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 28
acuacaucga ggaggacucc u 21

<210> 29

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<293> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 28
uacaucgagg aggacuccuc u 21

<210> 30

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
«223> inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 30
ucgaggagga cuccucuguc u 21

<240> 31

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Arlificial Sequence: Synthetic oligonuctectide”

<400> 31
£gaggaggac Uccucugucuy u 21

<210> 32

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inole="Description of Artificial Sequence: Synthetic oligonucleatide”

<400> 32
guaccgggeg gaugaauacc a 21

<210> 33

<211> 21

<212> RNA

<213> Artificial Sequence
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<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 33
ccugguggag guguaucuce u 21

<210> 34

<211> 21

<212> RNA

<213> Attificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 34
cugguggagy uguaucucel a 21

<210> 35

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oliganucleotide”

<400> 35
gguggaggug uaucuccuag a 21

<210> 36

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 36
uggaggugua ucuccuagac a 21

<210> 37

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Dascription of Artificial Sequence: Synthetic oligonucleotide”

<400> 37
agguguaucu ccuagacacc a 21

<210> 38

<211> 21
<212> RNA
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<213> Artificial Sequence

<220>
<221> source
«223> inote="Description of Artificial Sequence: Synthetic oligonucleatide”

<400> 38
guaucuccua gacaccagea U 21

<210> 39

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
«223> inote="Description of Artificlal Sequence: Synthetic oligonucleotide”

<400> 39
uaucuccuag acaccagcau a 21

<210> 40

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Dascription of Artificial Saquence: Synthatic oligonucleotide”

<400> 40
ucuccuagac accagcauac a 21

<210> 41

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
«223> /note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 41
Lccuagacac cagcauacag a 21

<210> 42

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

223> [note="Description of Artificial Sequence: Synthelic oligonucleotide”

<400> 42
agacaccagc auacagagug a 21

<210> 43
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<211> 21
<212> RNA
<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Ariificial Sequence: Synthetic oligonuclectide”

<400> 43
caccagcaua cagagugace a 21

<210> 44

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 44
uacagaguga ccaccgggaa a 21

<210> 45

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<293> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 45
acagagugac caccgggaaa u 21

<210> 46

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Arificial Sequence: Synthetic oligonucleotide”

<400> 46
gagugaccac cgggaaaucg a 21

<210> 47

<211 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /nate="Dascription of Artificial Sequence: Synthetic ofigonuclectide”

<400> 47
ggaaaucgag ggcaggguca u 21
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<210> 48

<211> 21

<212> RNA,

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthstic oligonucleotide”

<400> 48
aaucgagggc agggucaugg u

<210> 49

211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

«223> fnote="Description of Arfificial Sequence: Synthetic oligonucleotide”

<400> 49
gcagggucau ggucacegac U

<210> 50

<211> 21

<212> RNA

<213> Artificlal Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence; Synthetic oligonucieotide"

<430~ 50
cagggucaug gucaccgacu u

<210> 51

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 51
goucaugguc accgacuucy a

<210> 52

<211> 21

<212> RNA

<213> Adificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 52

21

21

21

21
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ucauggucac cgacuucgag a 21

<210> 53

<211> 21

<212> RNA

<213> Artificiai Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 53
aggacgygac ccgcuuccac a 21

<210> 54

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 54
cgggacccgce uuccacagac a 21

<210> 65

<211> 21

<212> RNA

<213> Adificial Sequence

<220>
<221> source
<223> note="Description of Artificial Sequence: Synthetic oligonucleatide”

<400> 55
uccacagaca ggccagcaag u 21

<210> 56

<211> 21

<212> RNA

<213> Atificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 56
cocugegegug cucaacugec a 21

<210> 57

<211> 21

<212> RNA

<213> Artificial Sequence

<220>

<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide"
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<400> 57
cugcgoeguge ucaacugeea a 21

<210> 58

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 58
cgugcucaac ugccaaggga a 21

<210> 58

<21{= 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oliganucleotide"

<400> 59
cagcccucaua ggoeuggagu u 21

<210> 60

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<233> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 60
acccucauag goocuggaguu u 21

<210> 61

<211> 21

<212> RNA

<213> Artificial Sequence

<220
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 81
cocucauagg couggaguud a 21

<210> 62

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
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<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 62
ccucauagge cuggaguuua u 21

<210> 63

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 63
cucauaggee uggaguuuau u 21

<210> 64

<211> 21

<212> RNA

<213> Atificial Sequence

<220>
<221> saurce
<223> /note="Description of Artificial Sequence: Synthetic oligonuciectide”

<400> 64
uaggccligga guuuauucgg a 21

<210> 658

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> fnote="Description of Artificial Sequence: Synthetic cligonucleotide”

<400> 65
aggccuggag uuuauucgga a 21

<210> €6

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 66
ggccuggagu uuauucggaa a 21

<210> 67

<211> 21

<212> RNA

<213> Artificial Sequence
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<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic cligonucieotide”

<400> 67
gccuggaguu uauucggaaa a 21

<210> 68

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Artificlal Sequence: Synthetic oligonucleotide”

<400> 68
ggaguuuauu cggaaaagce a 21

<210> 69

<211> 21

<212> RNA

«<213> Artificial Sequence

<220>
<221> source
«223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 69
guuuauucgg aaaagccage u 21

<210> 70

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 70
gggcugdggu cgugcugguc a 214

<210> 71

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 71
ggucaccgeu gecggeaacu u 21

<210> 72

<211> 21
<212> RNA
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<213> Artificial Sequence

<220>
<221> source
«223> note="Description of Artificial Sequence; Synthetic oligonucleotide”

<400> 72
gggacgaugc cugccucdac u 21

<210> 73

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Arificlal Sequence: Synthetic oligonucleotide”

<400> 73
caacuuugge cgcugugugg a 21

<210> 74

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificlal Sequence: Synthetic oligonucleotide

"

<400> 74
Luggeeygoud uguggaccuc u 21

<210> 75

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthelic oligonucleotide”

<400> 75
uggecgeugu guggaccucu u 21

<210> 76

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> Inote="Description of Arfificial Sequence: Synthetic oligonucleotide”

<400> 76
ggccgeolgug uggaccucut U 21

<210> 77
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<211> 21
«212> RNA
<213> Attificial Sequence

<220>
<221> source
<223> inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 77
uguguggace ucuuugcece a 21

<210> 78

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<229> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 78
gggaggacau cauuggugec u 21

<210> 79

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> {note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 79
acugcageac cugeuuugug u 21

<210> 80

<211> 21

<212> RNA

<213> Agificlal Sequence

<220>
<221> source
<223> inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 80
gcauugeage caugaugeug u 21

<210> 81

<241> 21

<212> RNA

<213> Artificial Sequence

<220>
221> source

<223> fnote="Description of Arlificial Sequence: Synthetic oligonucleotide”

<400=> 81
guugaggeag agacugaucc a 21

168



10

15

20

25

30

35

40

45

a0

55

EP 2 929 031 B9

«210> 82

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Arlificia} Sequence: Synthetic oligonucleotide”

<400> 82
ugaggeagag acugauccac u 21

<210> 83

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Arfificial Sequence: Synthetic oligonucleotide”

<400> 83
gaggoagaga cugauccacy u 21

<210> 84

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 84
ggcagagacu gauccacuuc u 21

<210> 85

<211> 21

<212> RNA

<213> Artificlal Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 85
¢agagacuga uccacuucuc U 21

<210> 86

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 86
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acugauceac uucucugeea a 21

<210> 87

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonuclestide”

<400> 87
auccacuucu cugccaaaga u 21

<210> 88

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
223> mote="Description of Artificial Sequence: Synthetic oligonucleotide”

<440> 88
ggecugguuc cougagygace a 21

<210> 89

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> fnote="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 89
gguacugacc cccaaccugg u 21

<210> 90

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 90
guuggcageou guuutgeagg a 21

<210> 91

<211> 21

<212> RNA

<213> Artificial Sequence

<220>

<221> source
<223> [note="Description of Artificial Sequence: Synthelic oligonucleotide”
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<400> 91
uggeageugu uuugeaggac u 21

<210> 92

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 92
goageuguuy ugcaggacug u 21

<210> 93

<211> 21

<212> RNA

<213~ Artificial Sequence

<220=>

<221> source

<223> Inote="Description of Arlificlal Sequence: Synthetic oligonucleotide™
<400> 93

ucugccggge ccacaacgeu u 21

<210> 94

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucieotide”

<400> 94
cugccgggec cacaacgeouu u 21

<210=> 95

<211> 21

<212> RNA

<213> Arificlal Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthelic oligonucleotide

<400> 95
geocecacaacyg cuuluggygo u 21

<210> 96

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
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<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 98
cgcuuuuggg ggugagggug u 21

<210> 97

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Dascription of Artificial Sequence: Synthetic oligonucleotide"

<400> 97
cuuUUggggo ugaggguguc u 21

<210> 98

<211> 21

<212> RNA

<213> Ardificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucieotide”

<400> 98
UUULIgggggu gagggugucu a 21

<210> 99

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 99
ggggugaggy ugucuacges a 21

<210> 100

<211> 21

<212> RNA

<213> Artificlal Sequance

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthstic oligonucieotide”

<400> 100
gggugagggu gucuacgeea u 21

<210> 101

<211> 21

<212> RNA

<213> Atificial Sequence
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<220>
<221> source
<223> /note="Dessription of Artificial Sequence: Synthetic oligonucleotide”

<400> 101
ggugagggug ucuacgecau U 21

<210> 102

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonhucleotide”

<400> 102
agggugucua cgecadugec a 21

<210> 103

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucieotide"

<400> 103
gugucuacgc cauugecagg u 21

<210> 104

«211> 21

<212> RNA

«213> Artificial Sequence

<220>
<221> source
<023> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 104
ugcagcguce acacagouce a 21

<240> 105

<211> 21

<212> RNA

<213> Artificlal Sequence

<220>
<221> source
<223> note="Description of Artificial Sequence: Synthefic oligonuciectide”

<400> 105
goauggagac ceguguceac u 21

<210> 106

<211> 21
<212> RNA
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<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artificlal Sequence: Synthetic oligonucleotide”

<400> 106
ccocacaagcc gecugugeug a 21

<210> 107

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Arificial Sequence: Synthetic cligonucleotide”

<400> 107
gaggeccacga ggucagecoca a 21

<210> 108

<211> 21

<212> RNA

<213> Artificial Sequence

<220=>
<221> source
<223> mote="Description of Artificlal Sequence: Syntheflc oligonuclectide”

<400> 108
cacgagguca geccaaccag U 21

<210> 109

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 109
gggaggocag cauccacgou U 21

<210> 110

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artificlal Sequence:; Synthetic oligonucleotide”

<400> 110
auccacgcuu cocugectigoca U 21

<210> 111
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<211> 21
<212> RNA
<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucieotide”

<400> 111
ggaaugcaaa gucaaggage a 21

<210> 112

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 112
aaucceyggec coucaggage a 21

<210> 113

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<023> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 113
gcuggggeug agcuuuaaaa u 21

<210> 114

211> 21

<212> RNA

«<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 114
ggaggugeca ggaagoucce u 21

<210> 115

<211> 2%

<212> RNA

<213> Arlificial Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 115
acugugggge auuucaccau u 21
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<210> 116

<211> 21

<212> RNA

<213> Arificial Sequence

<22(>
<221> source
<223> Inole="Description of Artificial Sequence: Synthetic oligonucieatide”

<400> 116
ccaccaagga ggcaggauuc u 21

<210> 117

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 117
caccaaggag geaggauucu u 21

<210> 118

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artiflcial Sequence: Synthetic cligonucleotide”

<400> 118
accaaggagg caggauucuu u 21

<210> 119

<211> 21

<212> RNA

<213> Adrtificial Sequence

<220>
<221> source
<223> Jnotle="Description of Artificial Sequence: Synthetic oligonucleatide”

<400> 119
ggaggcagga uucuucceau U 2t

<210> 120

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> fnote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 120
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gaggcaggau ucuucccaug a 21

<210> 121

<211> 24

«212> RNA

«213> Artificial Sequence

<220>
<221> source
<223> /note="Dascription of Artificial Sequence: Synthetic oligonucleotide”

<400> 121
Ugauggcecu caucuceage u 21

<210> 122

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
«223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 122
cuuucuggau ggcaucuage a 21

<210> 123

<211> 21

<212> RNA

<213> Aificial Sequence

<220>
<221> source
<223> Inote="Description of Artificlal Sequence: Synthetic cligonucleotide”

<400> 123
yuucuggaug gcaucuagec a 21

<210> 124

<211= 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 124
uucuggaugyg caucuageca a 21

<210=> 125

<211> 21

<212> RNA

«<213> Artificlal Sequence

<220>

<227> source
<993> [nofe="Description of Artificial Sequence: Synthetic oligonucleotide”
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<400> 125
ucuggaugge aucuagecag a

<210> 126

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Description of Artificlal Sequence: Synthetic oligonucleotide”

<400> 128
cuggauggea ucuagocaga a

<210> 127

<21i> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

«223> fnote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 127
cuuuacucLg cucuaugeca a

<210> 128

211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> note="Description of Artificial Sequence: Synthetic ofigonuclectide”

<400> 128
uuuacucuge ucuaugecag a

<210> 129

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

«223> /note="Description of Artificial Sequence: Synthetic oligonucieotide”

<400> 129
goucuaugee aggeugugeoy a

<210> 130

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

21

21

21

21

21
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<223> /note="Description of Artificial Sequence: Synthetic oligonucleatide”

<400> 130
cucagccaac ccgouccacu a

<210> 131

<211> 21

<212> RNA

<213> Artificial Sequance

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 131
ucagccaace cgcuccacua a

<210> 132

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 132
CCugecaagce ucacacagea a

<210> 133

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 133
gccaageuca cacageagga a

<210> 134

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 134
ccaagcucac acageaggaa a

<210=> 135

<211> 21

<212> RNA

<213> Ariificial Sequence

21

21

21

21

21
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<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 135
caagcucaca cagcaggaac u

<210> 136

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> fnote="Description of Artificial Sequence: Synthetic oligonucleatide"

<400> 136
aagcucacac agcaggaacu u

<210> 137

211> 21

<212> RNA

<213> Adificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 137
clugaagcceaa gocucuucuu a

<210> 138

211> 21

<212> RNA

<213> Adificial Sequence

<220>
<221> source

<223> /note="Description of Arlificial Sequence: Synthetic oligonuclectide”

<400> 138
ugaagecaag coucuucuua a

<210> 139

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> fnote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 139
gaagecaage cucuucuuac u

<210> 140
<211> 21
<212> RNA

21

21

21

21

21
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<213> Artificial Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthelic oligonucleotide"

<400> 140
aagccaagcec ucuucuuacu U

<210> 141

<211> 21

<212> RNA

<213> Adificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence: Synthetic oligonucieotide"

<400> 141
agugaggeug ggaaggggaa a

<210> 142

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> fnote="Description of Artificial Sequence: Synthetic cligonucleotide”

<400> 142
gugaggeugg gaaggggaac a

<210> 143

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 143
ggeugggaag gggaacacag a

<210> 144

<211> 214

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 144
gaaggggaac acagaccagg a

<210> 145

21

21

21

21

21
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<211> 21
212> RNA
<213> Aificial Sequence

<220>
<221> source
<223> fnote="Description of Arfificial Sequence: Synthetic oligonucleotide"

<400> 145
aaggggaaca cagaccagga a 21

<210> 146

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> solrce
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 146
aggggaacac agaccaggaa a 21

<210> 147

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 147
gggaacacag accaggaage u 21

<210> 148

<211> 21

<212> RNA

<213> Arificlal Sequence

<220>
<221> source
<223> Mnote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 148
agugucccuc cuugageacc a 21

<210> 149

<211> 21

<212> RNA

<213> Artificial Sequence

220>
<221> source

<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide"”

<400> 149
ccageccoac ¢caageaage a 21
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<210> 150

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotids"

<400> 150
¢cecacceaa geaageagac a 21

<210> 151

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide™

<400> 151
cccacccaag caagcagaca u 21

<210> 162

<211= 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 152
ccacccaage aggeagacau u 21

<210> 153

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 153
cacccaagca agcagacauu u 21

<210> 1564

<211> 21

<212> RNA

<213> Arificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Seguence: Synthetic oligonucleotide"

<400> 154
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acccaagcaa gcagacauuu a 21

<210> 155

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 155.
cccaagcaag cagacauuua u 21

<210> 156

<211 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 156
cocaageaage agacauuuay u 21

<210> 157

<211> 21

<212> RNA

<213> Adificial Sequence

<220~
<221> source
<223> /note="Description of Artificial Sequence: Synthefic oligonucleotide”

<400> 157 ‘
caagcaages gacauyuauc u 21

<210> 158

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source
<223> /note="Description of Artificial Sequence: Synthetic oligonuclectide”

<400> 158
aagcaageag acauuuaucu u 21

<210> 159

<211=> 21

<212> RNA

<213> Artificial Sequence

<220>

<221> source
<223> Inote="Description of Arlificial Sequence: Synthetic oligonuclectide”
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<400> 159
agcaagcaga calulaucuu u

<210> 160

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthetic oligonucieotide”

<400> 160
caagcagaca uuuaucuuuu u

<210> 161

<211> 21

<212> RNA

«<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificlal Sequence: Synthetic oligonucleotide”

<400> 161
aagcagacau uuaucuuuug a

<210> 162

<211> 21

<212> RNA

<213> Arificlal Sequence

<220>
<221> source

<223> [note="Description of Artificial Sequence: Synthetic oligonucleotide"

<400> 162
agcagacauu uaucuuuugg a

<210> 163

<211> 21

<212> RNA

<213> Artificiat Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonLicleotide”

<400> 163
gcagacauuu aucuuuuggg u

<210> 164

<211> 21

<212> RNA

«<213> Artificial Sequence

«<220>
<221> source

21

21

21

21

21
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223> note="Description of Artificial Sequence: Synthelic oligonucleotide”

<400> 164
agacauuuau cuuuuggguc u

<210> 165

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic cligonucleotide”

<400> 165
gacauuuyauc uuuugggucu u

<210> 166

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> Inote="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 166
acaluuaucu uuugggucug u

<210> 167

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic oligonucleotide”

<400> 167
UUUAUGUUUY gggucUgUce U

<210> 168

<211> 21

<212> RNA

<213> Artificial Sequence

<220>
<221> source

<223> /note="Description of Artificial Sequence: Synthetic cligontcleotide”

<400> 168
uuaucuuUug ggucugLccy u

<210> 169

<211> 21

<212> RNA

<213> Artificial Sequence

21

21

21

21

21
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