Inhibitor P¢ WT-Mut
wr Rgg%/s(g_g‘t;plexes -AG°37 Tm? Mut Rgg%/s(g_g};plexes -AG°37 ™Tm2 influence RNA Percentage hydrolysis of RNAn vitro? Expression of RNA inHeLa cells
AAG®s; AAG®
Transversion C/G (C692G, APP gene) WT RNA Mut RNA Difference WT RNA Mut RNA Selduity
UUUGCAGAAGAUG UUUGGAGAAGAUG ] 874+2% | 986:L18 . . )
AAAC GL py | 929000 | 53| DRPRNY 4.60+-0.18 | 22.8 ) 4.69 (105545 | (4bore0) | 1L2%30 82% 36% 46% (2550
UUUGCAGAAGAUG UUUGGAGAAGAUG 11.7t28 | 988x49 . . 39%
AAAC CUCUUG b2 | 12602007 | 669 | i BN 8.64+0.03 | 46.4 ©) 3.96 @62:45) | (480s75) | B7LE5S0 67% 28% (25/50)
UUUGCAGAAGAUG UUUGGAGAAGAUG 8.6% 97.0+38 94057 . . 3%
AAACCTCTTCUAC bkm | 812008 | 486 |\, cererTcuac 17.92+059 | 67.2|  (gony 811 (0.0) (0.0) -3.9+6.85 49% 52% (50}
Transition G/A (G717A, APP gene)
GUGAUCGUCAUCA GUGAUCAUCAUCA 303:7.7 | 67329 ) ) )
UAGCAGU gy | 9381003 | 561 UAGCAGU 7.7120.04 | 444 0 160 | 274+176)| (63+130)| 370%82
GUGAUCGUCAUCA GUGAUCAUCAUCA 10732 | 724%38 ) ) )
CUAGCAGUAG 2 | 1501015 1 729 | U G cAGUAG 10.36:0.10 | 535 ©) 465 | (477:168/| 12:131)| BL7*50
GUGAUCGUCAUCA GUGAUCAUCAUCA 167 ] 57.7+158 | 83.6%12.6 . s 92%
CACTAGTAGTAGY k| 10482005 | 573 | 2Pon e AU 10.98:009 | 6L3| (0o 0.50 00 00 25.9 +20.8 123% 31% 50)
Transition A/G (A693G, APP)
UUUGCAGAAGAUG UUUGCAGGAGAUG 782+19 | 996%07 ) ) )
i oy | 9242004 | 516 it 7.52¢0.01 | 43.0 0 172 | 197375 | (1osog) | 24%20
UUUGCAGAAGAUG UUUGCAGGAGAUG 14321 | 566226 . . 45%
GUCUUCUAC  le2 | 11.88+009 | 587 GUCUUCUAC 10.44:0.06 | 52.0 ©) 144 | @r6+27) | (41135 | #2833 50% 5% (25/100)
UUUGCAGAAGAUG UUUGCAGGAGAUG 8.76 ] 96.9+17 | 97723 0 . 43%
AAAGGTCaToone ek | 11692015 | 573 | TIRCme e 17.002048 | 732| o5 5.31 0.0 08 08+33 80% 37% (50)
Transition G/A (G46A, SNCA)
ACCAAGGAGGGAG ACCAAGAAGGGAG 15912 | 648:34 . . 65%
Uleciee W | 1183:0.10 | 67.9 e 7.76:0.02 | 63.4 0 407 | Goaise) | qsosise | 4B9%39 100% 35% (25/50)
ACCAAGGAGGGAG ACCAAGAAGGGAG 182t 4.4 . . 47%
A o | 2098:058 | 828 | [IVERIEES 13.45:0.17 | 635 ) 7.53 0 (596 £ 16.4) 18.2 70% 23% (25175)
ACCAAGGAGGGAG ACCAAGAAGGGAG 1212 ] 86348 | 778146 | . . 10%
ecTTeTToccue Kk | 20592050 | 788 (LAt 222 23951043 | 813 o 3.36 0.0) ©.0) 8.5+15.4 28% 17% (50)
Transition G/A (G53A, SNCA)
GGUGUGGAACAG GGUGUGACAACAG 159£20 | 99308 . . 45%
CACCAUU iy | 1033007 | 60.4 CACEGUL 6.22+0.05 | 34.2 0 411 | Groio0) | (o209 | 834%21 60% 15% (257100)
GGUGUGGAACAG GGUGUGACAACAG 59:23 50.8 + 3.4 . ) 34%
ACAC EULGU e | 16122013 | 75 | B RN 10.58+0.06 | 54.1 © 550 | Gioran | @easas | 449%4l 45% 11% (25/100)
GGUGUGGAACAG GGUGUGACAACAG 8.61 ] 96.9+21 | 99.1+0.3 N . 16%
ConcaCT o ane k| 18298000 | 72,9 | 22RO OERAAERE 18.99:034 | 738 oo 2.90 00 08 22423 46% 30% (100)
Transition C/U (C4U, SOD1)
CGAAGGOCGUGUG CGAAGGUCGUGUG 505+31 | 996%1.3 . . 18%
UCCOOeA | 12412012 | 718 UCCEEoA 10.12+0.19 | 56.1 0 229 | Geoias) | (sreve) | 491%34 50% 32% (75/50)
CGAAGGCOCGUGUG CGAAGGUCGUGUG 213+16 | 8L9:20 . . 27%
CUUCCGGCAC lap | 1704£0.65 | 801} "\ ,ccoaeac 16.56:0.09 |  69.5 ©) 048 | (750+37) | @a20+s0) | 606%26 46% 19% (25/50)
CGAAGGOCGUGUG CGAAGGUCGUGUG 7.83 ) 96333 | 939+74 | _ N . 55%
GCUTTCAGCACAC akm | 17628034 | 7121 cr\rrcaGgeacac 20.24x0.15 | 787 (35 2.62 (0.0) (0.0) 24+8.1 110% 55% (50)
Transversion G/C (G291C, SCA3)
GCAGGGGGACCUA GCAGOGGGACCUA 11723 | 31119 ) ) )
At | 1441113 | ess|  DHE 6.47+0.05 | 365 0 794 | cgaiam | esoy | 194%30
GCAGGGGGACCUA GCAGOGGGACCUA 2715 ) ) )
CGUCCCCCUG i | 2091087 87| ccceccuc 11.35+007] 592 ©) 9.56 0 (3L.0+1.9) 27
GCAGGGGGACCUA GCAGOGGGACCUA 13.29 ] 701%25 | 33.7%11 | _ . . 56%
CGUCGCCCTGGAU fkM | 17942075 | 8651 ol occceraaau 21.7%29 | 803|559 9.76 (0.0) (0.0) 36.4+2.7 79% 13% (50)

a — melting temperature of the duplex at concentrat0*M, b — differences in thermodynamic stability o tivT RNA/short inhibitor (Ix1) and Mut RNA/gapmexkM) duplexes, c— differences in thermodynamic #itsthof WT RNA/longer

inhibitor (Ix2 and Mut RNA/gapmer (xKM) duplexes,—derrors calculated with standard deviation, er—cfeavage of WT or Mut RNA shorter inhibitors agabmer were used, f - differences in hydrolysis\af or Mut RNA in presence of gapme
only and the appropriate RNA in the presence ofi le¢ gapmer and shorter inhibitor, g — for cleavaWT or Mut RNA the longer inhibitor and gapmeere used, h — differences in hydrolysis of WT antNRNA in the presence of gapmer on

and the appropriate RNA in the presence of bottg#Emer and longer inhibitor, i — for cleavage of W Mut RNA only the gapmer was used, j — the abiation 25/50 refers to transfection of the Hekd#iscwith 25 nM and 50 nM concentratio
of inhibitor and gapmer, respectively, k — the a&bfation 50 refers to transfection of tHeLa cells with 50 nM of gapmer only, empty cells (-5tatistically insignificant results were obtainéthderlined letters indicated the position of tiéPS red
letters corresponded to 2'-O-methylated RNA, betéels indicated the position of the LNA nucleosigihe bolded region corresponded to the DNA fragméthin the gapmer, and the remaining lettersespond to the RNA.
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