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GGTACACATATTGACCAAATCAGGGTAATTTTGCATTTGTAA
TTTTAAAAAATGCTTTCTTCTTTTAATATACTTTTTTGTTTA
TCTTATTTCTAATACTTTCCCTAATCTCTTTCTTTCAGGGCA
ATAATGATACAATGTATCATGCCGAGTAACGCTGTTTCTCTA
ACTTGTAGGAATGAATTCAGATATTTCCAGAGAATGAAAAAA
AAATCTTCAGTAGAAGgtaatgt—X—acattacGCACCATTC
TAAAGAATAACAGTGATAATTTCTGGGTTAAGGCAATAGCAA
TATTTCTGCATATAAATATTTCTGCATATAAATTGTAACTGA
TGTAAGAGGTTTCATATTGCTAATAGCAGCTACAATCCAGCT
ACCATTCTGCTTTTATTTTATGGTTGGGATAAGGCTGGATTA
TTCTGAGTCCAAGCTAGGCCCTTTTGCTAATCATGTTCATAC
CTCTTATCTTCCTCCCACAG.
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#1. BFICTGGGGAGTCCTTCATGCGGGGCTGAGAGGATGGAAG
CAATCGACCATCGACCCXX35XaX10X11X12CCTGATCCGGATC
ATGCCGGCGCAGGGAG (BFFES4) IR ENALIIIX ~X 1 fIDOX 7
FFFEFTUHAMELIZ, SA7ZINLDPBRIESNEZT7Z~—KF, J]2—4 (X.Xs
XgXi10X 11X 12) ICHLTLTOR IR SNDHESNIE, BEIHES 4IRS RRT
b5,

BlFNES | 772 ~— B fE®R
% 12-4
4 X7 XsXoX10X11X12
1 12C6-1 ATTGCA
7 NI_IFI 2 | ACACCA 356.65
8 NI _2H3 ATCGA 338.25
9 NI_1A10 5 ACTGCA 289.89
10 NI 1D6 5 | ATAAAA 277.63
11 NI 1H8 1 ATTGTA 253.58
12 N1 _2F6 AAAATA 185.92
13 NI _2Fl11 ATAATA 150.18
14 NI1_1H4 1 ATATGA 133.71
15 N1 _2C7 TTCAAA 109.60
16 NI_2D2 AACGTA 102.23
17 N1 _2Gl ATCCTA 100.11
18 NI_1G9 AGACGT 57.55
19 NI1_2A10 AGACTT 43.14
20 NI _2F7 AACTGA 41.88
21 N1 _2B8 TTTTTC 41.84
22 N1 _2G3 GTACGA 36.58
23 NI _2D5 TTTCAC 35.71
24 N1 _2E5 TTCAAC 35.05
25 N1 2G9 TTTCGC 30.93
26 NI 2Eé6 TTCACC 30.39
27 N1 _1H4 4 GTTTGT 27.89
28 NI1_1A10 2 TATATA 25.13
29 NI_2B6 ACGAGT 24.49
30 NI1_2A3 ACTTAT 22.20
31 N1_1D6 2 TTAAGT 20.22
32 NI_2E7 TCCTAA 19.91
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33 N1 2C9 TCGACA 19.52
34 N1 2A7 ATGGTC 17.13
35 NI 2C6 ATTTTG 17.04
36 NI1_2H10 TTATGT 16.82
37 NI _2F3 TCTGTA 15.56
38 NI1_2D10 AATTAG 15.53
39 NI 2E11 ATCACG 15.45
40 NI_2D6 GTATTG 13.57
41 N1 2Bl11 TTTGTG 12.85
42 NI _2B3 TACCCC 12.35
43 NI 2A11 TTCGTG 11.48
44 NI 2E9 TCTGAT 11.27
45 NI _2G6 AGAGGC 11.00
46 NI _2F10 TTACTG 10.84
47 N1_2E4 TCAATG 10.44
48 NI 2B2 TTTTAG 10.02
49 NI_2D9 AGTAAA 9.74
50 NI 2A12 GGACTA 9.72
51 NI1_2B7 AATCGT 9.58
52 N1 _2H1 GTGTAG 9.41
53 NI 2G4 GGTGAA 9.06
54 N1_2C3 GTTGAT 8.87
55 NI_2C10 GAGTGT 8.74
56 NI1_2G8 AGTTAC 8.46
57 N1 _2F1 AAATCT 8.34
58 N1 _2E2 ATGCGT 7.86
59 N1 _2ES8 AATGCT 5.81
60 N1 _2E3 TTCCCG 5.79
61 NI _2D3 GCGAGA 5.40
62 N1 _2F4 TCTTAG 474
63 N1 2G10 GAAGGG 4.40
64 NI1_2DI AGGGAA 438
65 NI_ID6_1 AGTTTC 4.13
66 N1 _2C4 GCGCAT 3.80
67 NI1_2B12 ATGGGG 3.79
68 N1 _2A9 TTCCTC 341
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69 N1 _2DI12 TGGCAG 3.26
70 N1 2E10 TCTTGG 2.86
71 N1 _2H2 CCGTTC 2.85
72 N1_2HI11 CTTTCC 2.83
73 N1 _2C8 GACAAG 2.67
74 N1 _2B5 GGAGGT 2.51
75 N1 _2A8 GCCTGG 224
76 N1 _2D7 CCACGG 2.16
A, N1 2G7 AGGTTG 2.06
78 NI 2D11 GGCGGG 1.96
79 NI 1A10 3 TTTCGG 1.93
80 N1 _2H9 CTTTTA 1.91
81 N1 _2F12 CGCACA 1.83
82 N1 2F9 CTCCGG 1.71
83 N1 _2A5 CTCTCA 1.65
84 N1 _2H5 CCTGCG 1.62
85 N1 _2HS8 ccaecec 1.45
86 NI_1F1_1 CCCCCA 1.22
87 NI1_1F7 CGGACC 1.22
88 N1_2H7 GGTCGG 1.16
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#2. BFICTGGGGAGTCCTTCATGCGGGGCTGAGAGGATGGAAG
X1X2AX3X4X5X6CCATCGACCCATTGCACCTGATCCGGATCAT
GCCGGCGCAGGGAG (EHFE3) ITHLENA L IIEX 1 X2 AX 3 X4 X s X e
DRI VFFFETFUyEAMMELE, 477 UN3IPLREENEZT 7¥~—E5, ]2—4
(X1 X2AX3X4X5Xe) XL TELTOFE 2SR ENAEHNL, BEHIES 3ICRILSh
HRMTIZH D,

EFES | 77%~ | K5 ERS
—% L3a
3 X1 XaAX3X4X5Xe
1 12C6-1 CAATCGA
89 N3 _Gé6 CGATGAG 858.1
90 N3 B2 CTATTGA 435.1
91 N3 Cl CTATTGA 418.7
92 N3 B8 CCAAGAG 301.6
93 N3 BI1 TAACGTG 299.6
94 N3 F2 CCACGGA 207.3
95 N3 F8 TAAGTGG 155.6
96 N3 Gl1 CGAAGGA 128.2
97 N3 BI12 TAAAGGC 70.0
98 N3_Bl1 TAACAAT 67.1
99 N3 Al TTATCAT 28.2
100 N3_B5 TTAAAGC 20.5
101 N3 El TTACTGT 18.9
102 N3 C7 TTATTCT 15.2
103 N3 B9 GTAAAAT 13.2
104 N3 Al2 CTATCAT 13.2
105 N3 F9 TTACCGT 12.7
106 N3 B7 TTATAGC 10.5
107 N3 C2 AAACCGA 9.9
108 N3 G2 CAAGGTT 9.8
109 N3 C8 GTATTGT 8.6
110 N3 GI2 TTAGTTA 7.6
111 N3 _F12 CTACTAG 7.5
112 N3_H3 CAACGTC 7.2
113 N3 A3 GTACAGT 7.1
114 N3 _E7 TCATTCT 6.6
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115 N3_F5 TGATGGC 6.5
116 N3_E8 TCATGTG 6.3
117 N3_H9 ATAATGT 59
118 N3_H5 GTATTGT 59
119 N3_Fo6 GCATAGA 59
120 N3_HS8 GTATGTT 5.6
121 N3_G5 AGACGCC 5.1
122 N3_DlI CGAACCC 44
123 N3_D4 TCAACTG 43
124 N3_D5 TCATGGC 43
125 N3_F10 GTATACT 4.1
126 N3_C4 TCAGCGG 39
127 N3_E2 CAAATTG 3.7
128 N3_B6 GCAGTGT 3.7
129 N3_E9 ATATGTG 3.5
130 N3_G8 GAAAGTT 35
131 N3_DI0 GAATAGT 3.5
132 N3_F3 ACAGGCC 33
133 N3_Gl10 GTATTCG 3.2
134 N3_H6 GCAGGAA 3.1
135 N3_G4 GTACAGC 3.0
136 N3 _ElI2 TGATTTG 3.0
137 N3_C9 TCATACC 29
138 N3 B4 GTAGTTC 2.8
139 N3_C5 TGAAGCT 2.7
140 N3_H7 GAAAGTT 2.7
141 N3 D11 GGAATAT 20
142 N3_Eé6 ACAACTT 2.5
143 N3_CI10 AAACTTG 2.5
144 N3 D7 TGAGACT 24
145 N3_C3 CCAGTTG 23
146 N3_All ACAAATG 22
147 N3_E4 AGAATGG 2.1
148 N3_H4 AGAAAAC 2.1
149 N3_EI0 ATAGTGG 2.1
150 N3_H2 CCAAGGG 2.1
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151 N3 C6 AGAACAG 2.1
152 N3 HI2 | ATAGGCG 2.1
153 N3 HII TGACTTG 2.1
154 N3 D6 TGACTTA 2.1
155 N3 D8 TGAGCAG 2.0
156 N3_A4 TTATCTT 2.0
157 N3_G9 GAAGCAA 2.0
158 N3_D9 AGAAGTT 1.9
159 N3 Gl GAAGGAG 1.9
160 N3 A8 GAATATC 1.9
161 N3 F7 TCAGGTA 1.9
162 N3 E3 TCAGCTT 1.8
163 N3 HI0O | TCATGGG 1.7
164 N3_E5 AGAGTAA 1.6
165 N3 F11 GGAGCGT 1.5
166 N3_HI CGAATTC 1.4
167 N3 A10 | CAATGGG 1.4
168 N3 B3 GGATAGT 1.4
169 N3 B10 | GGACGCT 1.3
170 N3 _G7 GGATCAT 1.3
171 N3 A2 GGACCAA 1.2
172 N3_A7 GAAGGGA 1.2
173 N3_Fl TGATGCG 1.1

ooooodd

JP 2024-546954 A 2024.12.26

10

20

30

40

50



(248) JP 2024-546954 A 2024.12.26

goooaoano

#3. BFICTGGGGAGTCCTTCATGCGGGGCTGAGAGGATGGAAG
CAATCGACCATCGACCCATTGCACCTX13X14X15CCGGATCAT
GCCGGX2:X23CAGGGAG (BHNEFESSL) IR ENSEHIEX 13X 124X sMERTY
XosXpafiDX 2 LA F FETrZubLic, 477U NADLRIEENLT ¥ ~—0H
#l, P4,/J4—5~]5—4 (X,3X14X15CCCGATCATGCCGGX22X23) I
* L CLLTOR 3 ICRE SN S EFNIE, BAE S S ICRIE SN SIKRTICH 5,

BlFNES | 7 7% ~— | B iR
% P4/J4-5~15-4
5 X13X14X1sCCGGATCATGCCGGX22 X3
1 12C6-1 GATCCGGATCATGCCGGCG
174 N4 1C11 CGTCCGGATCATGCCGGTA 2096.5
175 N4 1E10 GATCCGGATCATGCCGGTG 1405.5
176 N4 1B04 ACGCCGGATCATGCCGGTG 1347.4
177 N4 _6D7 GACCCGGATCATGCCGGTA 1227.9
178 N4 3A3 GGTCCGGATCATGCCGGTA 1147.0
179 N4 2C6 GTGCCGGATCATGCCGGTT 1115.8
180 N4 4F10 CGTCCGGATCATGCCGGAA 1092.2
181 N4 3E4 GGTCCGGATCATGCCGGCT 1086.5
182 N4 7A9 CGGCCGGATCATGCCGGTA 10759
183 N4_7A10 CGACCGGATCATGCCGGGT 1049.9
184 N4 _1H9 AGCCCGGATCATGCCGGGT 1044.8
185 N4_7B3 TTCCCGGATCATGCCGGGA 1042.5
186 N4 2B6 GATCCGGATCATGCCGGTA 1030.5
187 N4 9B7 GAGCCGGATCATGCCGGTT 1021.6
188 N4 9B9 AGGCCGGATCATGCCGGTC 1009.4
189 N4 5F12 GGCCCGGATCATGCCGGAG 1009.3
190 N4 7B8 GCGCCGGATCATGCCGGTA 1009.2
191 N4 1B10 GACCCGGATCATGCCGGAG 1002.5
192 N4 7B12 GGACCGGATCATGCCGGCT 1000.4
193 N4 9B7 TGCCCGGATCATGCCGGCG 989.9
194 N4 6B3 GTCCCGGATCATGCCGGTA 988.7
195 N4 2ES GCCCCGGATCATGCCGGTG 980.6
196 N4 2A10 GCACCGGATCATGCCGGGC 979.3
197 N4 _9E4 AGCCCGGATCATGCCGGTG 972.3
198 N4 _9C7 GGACCGGATCATGCCGGTT 969.3
199 N4 _9A3 GTCCCGGATCATGCCGGCT 960.2
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200 N4 _5B12 GCTCCGGATCATGCCGGAT 956.4
201 N4 _1E8 GCACCGGATCATGCCGGGT 954.3
202 N4_1F12 TCCCCGGATCATGCCGGGG 947.8
203 N4_1C03 CAGCCGGATCATGCCGGTT 941.1
204 N4_A62 GTACCGGATCATGCCGGAT 933.7
205 N4_1G02 GTGCCGGATCATGCCGGTG 929.0
206 N4 _1C02 GCACCGGATCATGCCGGAA 927.7
207 N4_1G5 AGTCCGGATCATGCCGGGA 927.6
208 N4 _1D6 CGGCCGGATCATGCCGGGC 927.0
209 N4 _8G4 GTGCCGGATCATGCCGGCG 926.3
210 N4 _1G7 GAGCCGGATCATGCCGGTA 924.9
211 N4 _8E2 GACCCGGATCATGCCGGTG 917.8
212 N4 _2C5 GGACCGGATCATGCCGGAG 915.5
213 N4 2G2 GGTCCGGATCATGCCGGTT 908.3
214 N4 _7F3 CGACCGGATCATGCCGGAT 905.6
215 N4 _2D3 CGTCCGGATCATGCCGGGA 897.4
216 N4_2G5 GGGCCGGATCATGCCGGCG 896.8
217 N4_1C10 GATCCGGATCATGCCGGAA 886.8
218 N4 _1F7 GGTCCGGATCATGCCGGAG 884.7
219 N4_5E4 GGGCCGGATCATGCCGGTT 884.6
220 N4 _1E6 GTACCGGATCATGCCGGGT 878.6
221 N4 _1B12 GATCCGGATCATGCCGGGA 878.0
222 N4 _7B2 GTACCGGATCATGCCGGGG 876.1
223 N4 _8B3 CTACCGGATCATGCCGGTA 875.0
224 N4_1F6 GCTCCGGATCATGCCGGCA 868.3
225 N4_7H9 GCACCGGATCATGCCGGTC 865.6
226 N4 _1F10 TACCCGGATCATGCCGGGG 865.5
227 N4 1C5 GGTCCGGATCATGCCGGCC 863.5
228 N4_8F1 GACCCGGATCATGCCGGAC 858.6
229 N4 3B2 GGCCCGGATCATGCCGGAT 850.6
230 N4 _1A11 CACCCGGATCATGCCGGGG 849.3
231 N4_1H6 GGCCCGGATCATGCCGGCG 838.4
232 N4_6B3 GGACCGGATCATGCCGGTA 828.1
233 N4_1E3 GCACCGGATCATGCCGGCC 819.8
234 N4_1H1 TAGCCGGATCATGCCGGCT 818.7
235 N4_1Gl11 TGGCCGGATCATGCCGGCT 817.0
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236 N4 1D10 GAGCCGGATCATGCCGGCT 813.1
237 N4_1C7 GCCCCGGATCATGCCGGGC 809.0
238 N4 _2G9 CATCCGGATCATGCCGGTA 798.5
239 N4_1E10 GGTCCGGATCATGCCGGGC 797.0
240 N4_6F6 GGGCCGGATCATGCCGGTC 796.6
241 N4_3D3 AATCCGGATCATGCCGGTA 792.4
242 N4_1D1 GTTCCGGATCATGCCGGGG 790.8
243 N4_4D4 ATGCCGGATCATGCCGGTA 777.1
244 N4 _7D10 GTTCCGGATCATGCCGGTC 765.6
245 N4 3F3 GGGCCGGATCATGCCGGTA 759.8
246 N4 _1A12 AGGCCGGATCATGCCGGCT 755.5
247 N4 3A4 TGCCCGGATCATGCCGGGC 754.4
248 N4 _7DI GTGCCGGATCATGCCGGAT 751.6
249 N4_4F5 GCCCCGGATCATGCCGGTA 751.2
250 N4 _3Gl11 GAGCCGGATCATGCCGGAG 743.9
251 N4_7H7 TTGCCGGATCATGCCGGTA 742.8
252 N4_7E12 TCTCCGGATCATGCCGGAG 740.1
253 N4_7G7 GAACCGGATCATGCCGGCG 736.8
254 N4 _1H7 TGACCGGATCATGCCGGTA 728.2
255 N4_7G5 CGGCCGGATCATGCCGGCT 7272
256 N4 _1E2 GAACCGGATCATGCCGGCC 724.9
257 N4 _3F8 GGACCGGATCATGCCGGGT 723.6
258 N4 4H1 GTACCGGATCATGCCGGGA 719.6
259 N4_4H4 GCACCGGATCATGCCGGGA 719.3
260 N4 _3F4 GTTCCGGATCATGCCGGTT 713.7
261 N4 _4B5 GGTCCGGATCATGCCGGCG 703.4
262 N4 _5A7 GAACCGGATCATGCCGGGT 701.3
263 N4 7C11 GTGCCGGATCATGCCGGCT 692.4
264 N4 _5H7 GAGCCGGATCATGCCGGAA 687.0
265 N4 7HI TGGCCGGATCATGCCGGCC 681.4
266 N4 _1A4 AAGCCGGATCATGCCGGCG 679.6
267 N4_7D7 GGACCGGATCATGCCGGCG 674.8
268 N4_4E3 GTGCCGGATCATGCCGGGA 660.7
269 N4_7G9 AGACCGGATCATGCCGGTT 658.4
270 N4_1A7 GGGCCGGATCATGCCGGGT 648.6
271 N4_7H10 AGTCCGGATCATGCCGGAA 648.2
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272 N4 1Bl CTGCCGGATCATGCCGGCG 645.9
273 N4 _3C2 GGGCCGGATCATGCCGGTG 633.8
274 N4_7D5 GACCCGGATCATGCCGGGC 633.1
275 N4_7El1 GCCCCGGATCATGCCGGGA 629.2
276 N4_5G7 GTTCCGGATCATGCCGGGT 621.4
271 N4_1D11 TGCCCGGATCATGCCGGCA 620.4
278 N4 _7A11 GGTCCGGATCATGCCGGGT 617.9
279 N4_1B2 GTACCGGATCATGCCGGTT 617.8
280 N4 5B9 GAACCGGATCATGCCGGGA 612.3
281 N4 1E4 GGTCCGGATCATGCCGGAC 609.9
282 N4 _7A3 GGACCGGATCATGCCGGAT 604.3
283 N4 3Bl1 ACACCGGATCATGCCGGTG 597.1
284 N4_7B10 CGTCCGGATCATGCCGGAG 593.9
285 N4 _7D9 CTGCCGGATCATGCCGGCA 592.8
286 N4 _1B5 TAACCGGATCATGCCGGCA 590.8
287 N4 3C7 AGTCCGGATCATGCCGGTC 582.5
289 N4_7B11 GAACCGGATCATGCCGGTT 555.1
290 N4 _7B7 GACCCGGATCATGCCGGGA 552.6
291 N4 _7C7 CCACCGGATCATGCCGGTG 534.4
292 N4 _1H2 CATCCGGATCATGCCGGTG 528.5
293 N4_7BI TAGCCGGATCATGCCGGTT 5182
294 N4 _TA2 TACCCGGATCATGCCGGTA 518.2
295 N4 _1A2 AAGCCGGATCATGCCGGCC 512.7
296 N4_7G4 GTACCGGATCATGCCGGAA 500.9
297 N4 _TE6 GGGCCGGATCATGCCGGAG 493.4
298 N4_1D12 TTACCGGATCATGCCGGTG 489.6
299 N4 _1D5 ACGCCGGATCATGCCGGTT 488.4
300 N4 _1C12 TGGCCGGATCATGCCGGAA 471.2
301 N4 _1C8 CTACCGGATCATGCCGGCA 467.1
302 N4 3F10 AGCCCGGATCATGCCGGGA 464.5
303 N4_1HI1 TTCCCGGATCATGCCGGAA 452.0
304 N4_1B7 TCGCCGGATCATGCCGGTA 445.0
305 N4_7F5 AGCCCGGATCATGCCGGGG 436.3
306 N4_7Gl11 CGGCCGGATCATGCCGGCG 430.4
307 N4_7A6 TCACCGGATCATGCCGGTA 424.0
308 N4_7E3 ATGCCGGATCATGCCGGCG 414.2
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309 N4_TAS AGACCGGATCATGCCGGCA 402.4
310 N4 _T7E8 ACTCCGGATCATGCCGGAT 393.6
311 N4 _7D2 AAGCCGGATCATGCCGGTG 388.9
312 N4 _2E10 TGACCGGATCATGCCGGCG 361.5
313 N4_7E4 TCACCGGATCATGCCGGCG 348.8
314 N4 _1HI12 ATACCGGATCATGCCGGGA 344.8
315 N4 _1C1 AAGCCGGATCATGCCGGAC 3429
316 N4_THS5 ATCCCGGATCATGCCGGGG 341.6
317 N4 _1A10 ATACCGGATCATGCCGGCG 3374
318 N4 1F3 CCCCCGGATCATGCCGGGA 333.5
319 N4_7F10 GGTCCGGATCATGCCGGTG 319.6
320 N4 _1A3 CGGCCGGATCATGCCGGAG 317.2
321 N4 _7F2 TATCCGGATCATGCCGGAA 302.5
322 N4 _1G1 AATCCGGATCATGCCGGTC 2823
323 N4_1H10 TATCCGGATCATGCCGGTG 279.0
324 N4_7H8 TGCCCGGATCATGCCGGCC 276.6
325 N4_1HS8 TAGCCGGATCATGCCGGAA 246.1
326 N4_1F4 CAACCGGATCATGCCGGGT 2453
327 N4_1C9 TGGCCGGATCATGCCGGAG 241.2
328 N4_7E10 AGTCCGGATCATGCCGGTT 238.9
329 N4 _7CI TTGCCGGATCATGCCGGGA 238.8
330 N4 _1E5 TGACCGGATCATGCCGGAT 235.5
331 N4 1E7 TATCCGGATCATGCCGGGC 2329
332 N4_7G6 CGCCCGGATCATGCCGGCA 218.0
333 N4 _7F12 TCACCGGATCATGCCGGGA 2159
334 N4_1H4 GTCCCGGATCATGCCGGGG 2147
335 N4 _7HI11 ATGCCGGATCATGCCGGAG 207.8
336 N4 _7E7 GTTCCGGATCATGCCGGAA 205.9
337 N4_IF1 TGTCCGGATCATGCCGGTT 199.3
338 N4 1G9 AAACCGGATCATGCCGGCC 174.6
339 N4_7EI TCACCGGATCATGCCGGAG 170.7
340 N4_7C10 ACTCCGGATCATGCCGGGA 153.8
341 N4_1B3 TCGCCGGATCATGCCGGGA 151.6
342 N4_7D3 TGTCCGGATCATGCCGGGG 150.9
343 N4_1D4 TTTCCGGATCATGCCGGGT 144.5
344 N4_7D6 TCTCCGGATCATGCCGGTG 144.4
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345 N4 _1A8 TTTCCGGATCATGCCGGTC 135.7
346 N4 _1B11 TAGCCGGATCATGCCGGGA 135.0
347 N4 _TA7 AAGCCGGATCATGCCGGGG 120.1
348 N4 1G4 TAGCCGGATCATGCCGGGT 115.8
349 N4 7B5 GTCCCGGATCATGCCGGTG 108.9
350 N4 _7F6 AGGCCGGATCATGCCGGTG 84.5
351 N4 1F9 CCACCGGATCATGCCGGCT 82.6
352 N4_1D8 ATTCCGGATCATGCCGGTG 80.7
353 N4 1A5 CAGCCGGATCATGCCGGGT 73.5
354 N4 7A4 ATTCCGGATCATGCCGGGT 58.9
355 N4 1G10 CTCCCGGATCATGCCGGTG 54.5
356 N4 _1B9 ATTCCGGATCATGCCGGAC 21.1
357 N4 _1D3 AGGCCGGATCATGCCAGAT 6.5
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#4. FBFICTGGGGAGTCCTTCATGCGGGGCTGAGAGGATGGAAG
CAATCGACCATCGACCCATTGCACCTGATCCGGX 16X 17X15X 10
X20X21CCGGCGCAGGGAG (BHIES6) ITHRMEENALIITX 16X 17X 18X 10
XooXo DX I VHAF FEF X2 LIz, FA7ZINSHLEESNLZT 77 ~+—0id
Fl, LB (X 16X 17X18X19X20X21) I LT TOFRA CRELSINDEFNE, BFIES

6 IR SN DRI TICH D,

BlFNES | 7 7% ~— | B R
% L5
6 X16X17X13X19X20X21
1 12C6-1 ATCATG
358 N5_12G6 TATGTC 2750.8
359 N5 6D12 TAGGAC 2318.1
360 N5 13E8 TACGGT 2096.6
361 N5 _12F4 GTGAGG 2096.2
362 N5 7BI GTAAGG 2062.3
363 N5 12E5 TAGGCT 1898.6
364 N5 14Gl11 TCGGTC 1775.3
365 N5_7F1 ATGTTC 1744.2
366 N5 7El AGAGTG 1733.0
367 N5_11D10 AAATAG 1719.3
368 N5 _6F5 GTGATG 16654
369 N5_3F11 TATGGT 1628.3
370 N5 _13G10 TGGCGG 1604.0
371 N5 11B9 TCAGTC 1595.4
372 N5 1E12 CAGCCG 1588.2
373 N5 7Gl1 GTTGAT 1533.8
374 N5 9H1 GTACGT 1494.7
375 N5 6HI10 GTAAGA 1466.1
376 N5 9E12 TGGACG 1458.4
377 N5 6B4 ACGTTG 1435.7
378 N5 1B6 TATGTG 1381.8
379 N5 7C4 TTGGTA 1363.2
380 N5_7B10 TCAGTT 1361.5
381 N5_5B7 GTTGGG 1317.2
382 N5_7C8 ATCGAG 1313.8
383 N5_1G6 TATGGC 1311.6
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384 N5_13H3 GTGAGT 1288.5
385 N5_8F11 AGTTAG 1282.8
386 N5_7F8 TTGGGA 1279.7
387 N5_6G10 GTTGCA 1262.0
388 N5_7C3 ACTTCA 1258.4
389 N5_6A8 CAAGTA 1252.2
390 N5_2G10 GCTGGT 1249.7
391 N5_7F4 ATGTAC 1239.0
392 N5 5C4 GATTAG 12352
393 N5 _7E2 GTACAG 1234.5
394 N5_ 1G9 GTTTAG 1230.3
395 N5 11F4 AACAGT 1230.1
396 N5_6F4 AGAGAT 1226.6
397 N5 _7A7 GCTTGT 1226.2
398 N5_3D3 TATAGA 1222.7
399 N5 _8H7 GTGAGC 1218.5
400 N5_7D6 TCGTTG 12105
401 N5_13Gl12 GCTTCG 1199.4
402 N5_13G5 CGGTTA 1198.5
403 N5_7HI2 CATGCG 1194.5
404 N5_8HI TAGGTT 1191.9
405 N5 _11G11 GGTAGT 1186.4
406 N5_7D5 TGGTCG 1182.3
407 N5_12F12 CGCATA 1169.8
408 N5_7E6 TAACCG 1153.2
409 N5_7D4 GCTGTC 1144.9
410 N5_13C10 AACGTA 1144.6
411 N5_8DI ACTGTG 1139.6
412 N5_7F3 TAGAGC 1139.0
413 N5 14B10 AATGCA 1133.0
414 N5 _5E4 AGAGTT 1116.0
415 N5_7F5 GTACTA 1115.4
416 N5_7D2 GTTCCG 1114.3
417 N5_7A10 TAGTCG 1108.5
418 N5_2B5 GCATAA 1107.3
419 N5_7HI11 TAACAC 1105.2
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420 N5 2F12 GGCAGC 1100.0
421 N5 _1El11 TGTGAA 1095.6
422 N5 9C12 ATTGGA 1094.3
423 N5_7C10 CTGTTT 1090.7
424 N5_8A9 CGATAT 1090.4
425 N5_7D3 ATGGTC 1075.7
426 N5_12G2 AATGTT 1074.1
427 N5_1F10 TCTACG 1071.3
428 N5_5B6 TAAAGC 1068.3
429 N5_8G9 GCGTTG 1066.5
430 N5_3A3 TAACAG 1066.3
431 N5_1F12 TAAATT 1057.8
432 N5_2C5 AAAGAG 1055.1
433 N5 2D8 TAGCGA 1047.3
434 N5_7B7 TGAATG 1046.3
435 N5_12G11 TGGTAG 1043.8
436 N5_2El1 ATGCTA 1038.1
437 N5_6E6 CAGTCA 1032.8
438 N5_1H7 TGATGG 1032.1
439 N5 _9C2 GTTGAG 1027.6
440 N5_1E10 GTTGTA 1026.1
441 N5_6A6 CCTGAA 1024.4
442 N5 _9E6 GTTTGG 1020.7
443 N5_2F10 AGTAGT 1014.6
444 N5_1B10 AGTTTG 1013.6
445 N5_2BI11 GGTTCA 1009.4
446 N5_6G6 ACAGTG 1004.4
447 N5_1G10 CGCATG 1000.2
448 N5_7A4 GGTATC 988.3

449 N5 1C5 ACACTA 966.1

450 N5_1F4 AAATGT 958.5

451 N5_7E9 GCAGGT 955.3

452 N5_6F6 CGGTTG 953.0

453 N5_7G7 AATTCC 952.9

454 N5_8F1 ACAGTA 951.8

455 N5_14D10 GTCAAT 950.5
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456 N5 1B9 ATCAGG 941.5
457 N5_7All GACCTA 941.2
458 N5 _9G7 TTGCTT 937.7
459 N5_7F2 GCAGTT 937.4
460 N5_7Gl TCAAGA 935.4
461 N5_7E12 TTGAAG 933.3
462 N5_11G4 CGGGGG 931.9
463 N5_12F11 GAATGG 926.7
464 N5 14H11 CACACA 918.4
465 N5_1C9 GTGAAT 915.3
466 N5_3F9 AAAGGT 909.7
467 N5_7DI AGTTTT 909.3
468 N5_7B12 GTGTCA 908.4
469 N5_7G6 TAAACT 902.8
470 N5_7F6 GAATCT 898.5
471 N5_14B9 ATATGG 897.5
472 N5_7A1 CACTCT 897.3
473 N5_2C2 GTTAGG 894.7
474 N5_7G12 GTTCCA 894.6
475 N5_3F10 ATAGGG 894.3
476 N5_1G8 AATGTG 888.7
477 N5 _2DI10 CTCAGG 884.5
478 N5_7E8 AAGTGG 879.9
479 N5_9F1 TTGTGT 875.6
480 N5_7B6 CATGTG 875.4
481 N5_7E7 TTGCTG 870.2
482 N5_7ES CCGGTT 867.4
483 N5_8F3 GGTAAT 862.0
484 N5_7H9 CGTGAA 860.0
485 N5 7H5 CGCTTG 848.4
486 N5_1D5 ATTAGG 841.7
487 N5_7G9 AGCGGT 841.7
488 N5_3C8 GACAGA 835.1
489 N5_1E4 CAACGA 834.9
490 N5_3D8 CATGGA 824.4
491 N5_8C7 GTCTCC 817.6
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492 N5_1A9 AGTCCT 804.7
493 N5_1G5 GGGATC 804.6
494 N5 _7G3 GAGTTG 799.3
495 N5_1A11 GAGACC 793.5
496 N5_9B8 GAACGG 792.8
497 N5_1B3 CCGTTG 792.0
498 N5_1Gl11 TGGCAG 789.0
499 N5_7A5 TCATTA 785.5
500 N5 _1HI10 TGGAAT 781.1
501 N5_1B5 AACCGC 780.8
502 N5_7B5 TGCGTG 779.9
503 N5_7G8 TTGCCC 775.6
504 N5_5D7 TTCGGG 769.4
505 N5_1H3 GATGCA 764.7
506 N5_1D10 TTCCAA 762.7
507 N5 7D11 TATCTA 759.2
508 N5_3G12 AAGTTA 756.5
509 N5_7B3 TTCCGT 756.3
510 N5_3C10 TAGTCA 751.6
511 N5_13D5 CACCAT 749.4
512 N5_1B2 GATTAC 747.7
513 N5_2D9 GTTCTA 735.9
514 N5 _7El1 CAAATT 732.1
515 N5_1E2 AGTATC 728.6
516 N5 9GS5 TGTAAA 7253
517 N5_6E1 TTTGGT 725.2
518 N5 13Dl AGGCAG 722.9
519 N5 3A2 ACAGGT 718.0
520 N5_2G5 TTAATT 715.9
521 N5 4H7 ACGTAG 7143
522 N5 _1H9 TCTTGG 714.2
523 N5_7H10 TTAAGA 713.9
524 N5_5D9 GCCAAG 712.5
525 N5_1E9 TCTAAG 699.7
526 N5_1D3 CGAATA 697.1
527 N5_6A3 ACTTAG 696.0
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528 N5_1C10 GCCATC 693.8
529 N5 7B8 TGCCAT 693.7
530 N5_7A9 TGTATT 692.6
531 N5_1ES TTGTAA 691.8
532 N5_1C2 GTTTCT 687.2
533 N5_2E6 TCAAAC 685.6
534 N5 1F9 TTTATT 685.1
535 N5_1D6 ATATAA 684.9
536 N5_1E5 GCGTCA 681.3
537 N5_1A10 GCGCTC 674.4
538 N5_1A2 CCAGCG 672.2
539 N5_1Al ACTGCA 670.2
540 N5_1C4 GTGGCA 665.0
541 N5 1C3 TCAATG 664.1
542 N5_1B7 CGGTGC 662.1
543 N5 1A7 GTTGCG 659.9
544 N5_6B6 CACCGA 659.7
545 N5_1H6 TTGCAC 654.9
546 N5_1B8 GGATGA 645.1
547 N5_7F9 ACTTGT 642.4
548 N5_1A6 TCGAGA 638.8
549 N5_7C12 GGCTCC 628.9
550 N5_7C2 CCCCTT 627.0
551 N5_1H8 GTCCAG 622.6
552 N5_1A8 GATAAG 589.4
553 N5_4D7 GCTACA 588.1
554 N5_7F10 TTCTCA 572.7
555 N5_I1EI GTTATG 566.4
556 N5 4D8 ATGTAA 565.6
557 N5_1D2 TCGTGG 561.3
558 N5 _7H4 CTAATG 560.0
559 N5_IF1 TTTGTC 557.2
560 N5_7G10 CTGCGT 530.8
561 N5_1D4 TCGGAG 522.9
562 N5_1G2 GCCATG 517.7
563 N5_7C7 AGGCGA 489.1
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564 N5_1C7 TAGTCT 485.7
565 N5_IC11 AGTGGG 484.2
566 N5 _1H4 CTAGAA 482.5
567 N5 1Bl11 TGCACA 477.1
568 N5_7Cl11 GGCGGT 459.9
569 N5 _1F2 TCTAAA 415.1
570 N5 IHII ACCCGC 413.6
571 N5_1H2 GGGACA 386.6
572 N5 1D8 ATATTT 383.5
573 N5_1E6 CTTGTT 365.1
574 N5_7H3 TGGGGG 360.5
575 N5 7F11 GTCGGG 339.7
576 N5_1DI AAGACG 321.6
577 N5 _7A6 TGCATT 314.5
578 N5_1AS5 GGGAGT 291.5
579 N5 _1F6 TTATTG 247.6
580 N5 1A3 ACGGGA 228.1
581 N5_1F3 ATAATG 212.8
582 N5_7HI GGGTCG 158.5
583 N5 _7D7 TGCGAC 105.5
584 N5 7Cl AGGGGG 87.5
585 N5 1G4 CGCCCA 86.0
586 N5_1HI AAGGAT 84.1
587 N5 _1DI11 GGACGC 4.8
588 N5 1DI2 CGGTAA 3.6
gooobd
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#5. KW CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATGGAAG
CAATCGACCATCGACCCNNNNNNCCTGATCCGGATCATGCCG
GCGCAGGGAG (EF&S589) ITREINs LICNTRLUIEORX 7 LATF F
E7oEMELIE, FAT7ZYNZ2OBBRESWET 7 54~—/F, J]2—3, P3—]3—
3a, RU'] 3a— 2 LTCUTORS CRItShDEFNL, BEFESS 8 9icfEitsh s
R FIZH 5,

iyIES | 74~ | B &g
—% J2-3 | P3-13-3a J3a-2
589 NN NGAGAN NN
1 12C6-1 GA TGAGAG GA
590 N2 2Al AG CGAGAA CT 1.0
591 N2 2Bl GA TGAGAA CT 1.0
592 N2 2C1 TA TGAGAA AG 1.1
593 N2 2Dl1 TT AGAGAG GT 1.1
594 N2_2F1 AG CGAGAT CA 1.1
595 N2 2Gl GA AGAGAT TA 1.7
596 N2 _2H1 GT GGAGAC cC 1.1
597 N2_2A2 TC GGAGAT TA 0.7
598 N2_2C2 GG GAGATG GC 0.8
599 N2_2D2 TG GAGAGG GC 1.1
600 N2 2E2 GA TGAGAA GG 1.1
601 N2_2F2 GA GGAGAA GG 1.0
602 N2 2G2 AA TGAGAA AC 1.3
603 N2 2H2 TA TGAGAA GG 0.8
604 N2 2A3 CcG CGAGAT TA 0.8
605 N2 2B3 CG AGAGAA TT 1.2
606 N2 2C3 TG TGAGAC TT 1.1
607 N2 2D3 AT TGAGAA CA 0.9
608 N2 2E3 GA CGAGAA TA 1.3
609 N2 2F3 AC AGAGAA AG 0.9
610 N2 2G3 AC TGAGAA TG 1.1
611 N2 2H3 AG GGAGAC AG 1.0
612 N2 _2B4 TA GGAGAG GA 0.8
613 N2 2C4 GT TGAGAC TA 2.0
614 N2_2D4 AG AGAGAG GG 0.8
615 N2_2E4 TC TGAGAC GA 0.7




(262)
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616 N2 2F4 GG GAGAGG GC 1.2
617 N2 2G4 CT GGAGAG TG 1.1
618 N2 2H4 TA CGAGAT GC 1.0
619 N2_2AS TC CGAGAA TG 1.0
620 N2 2B5 T GGAGAG AC 1.0
621 N2_2C5 TC AGAGAA CT 1.0
622 N2 2D5 TG AGAGAT GG 0.6
623 N2_2ES AG TGAGAC AG 1.2
624 N2 2G5 TG TGAGAT GA 1.0
625 N2 2A6 GA GGAGAT AC 1.2
626 N2_2Bé6 AT TGAGAC TG 0.8
627 N2 2Cé6 GA AGAGAT GT 0.9
628 N2 _2D6 TC AGAGAA GG 1.1
629 N2_2E6 TG GGAGAA TG 0.9
630 N2 _2F6 T GGAGAA GT 1.0
631 N2 2G6 T TGAGAA AT 1.1
632 N2_2H6 cC CGAGAG GA 1.0
633 N2_2A7 AT AGAGAT TT 0.9
634 N2 2B7 GT TGAGAC GG 1.2
635 N2 2C7 AT TGAGAG GG 0.8
636 N2_2D7 CG AGAGAT AG 1.0
637 N2 2E7 GC CGAGAG TC 1.1
638 N2_2F7 TA TGAGAT AG 1.0
639 N2 2G7 TC TGAGAT AT 1.0
640 N2 _2H7 AA GGAGAA CT 0.8
641 N2_2A8 TG GGAGAT GA 1.0
642 N2 2B8 TG GGAGAG TT 1.1
643 N2 2C8 GC AGAGAG CA 0.9
644 N2 2D8 GT CGGAGA CT 1.1
645 N2 2E8 GT CGAGAG CcC 0.9
646 N2 2F8 AC AGAGAA CT 1.0
647 N2_2G8 AT GGAGAT TA 1.1
648 N2_2H8 GC AGAGAG TT 1.4
649 N2 2A9 TA TGAGAG GC 1.1
650 N2_2B9 AG GGAGAT GG 1.1
651 N2 2C9 GA CAGAGA CA 1.2
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652 N2 2D9 |GG |CAGAGA |cG 1.0
653 N2 2G9 |TT |GGAGAT |TA 1.3
654 N2 2H9 |GT |TGAGAG |AT 0.9
655 N2 2A10 |TT | AGAGAT |AA 1.1
656 N2 2B10 |AC | AGAGAA |GeC 1.1
657 N2 2C10 [AA | AGAaGAC | TG 1.2
658 N2 2D10 | GT | AGAGAA |TA 1.2
659 N2 2E10 |GA | AGAGAT |TC 1.2
660 N2 2F10 |TA |GGAGAG |GG 1.1
661 N2 2Gl0 |TT |cGAGAaCc |GG 1.0
662 N2 2HI0 |TT |GGAGAG |TT 1.0
663 N2 2A11 | AA | CGAGAG | AT 1.1
664 N2 2Bl1 AT AGAGAG TC 1.2
665 N2 2DI1 |GG | AGAGAA |GA 1.3
666 N2 2F11 |GT | CGAGAG | AT 1.1
667 N2 2G11 |GT | AGAGAT |GT 0.9
668 N2 2HI1 |TT |GGAGAG |Gt 1.2
669 N2 2A12 |[TT  |Geacaa | Ga 1.1
670 N2 2B12 |GG |CGAGAT |AG 1.0
671 N2 2C12 | TC | AGAGAC |cCT 1.1
672 N2 2D12 | TC | CGAGAT |AG 1.1
673 N2 2E12 |AA | TGAGAA |GG 13
674 N2 2F12 | TA | TGAGAG | cC 1.0
oooooad
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v VB in TR
v b

KIELF:N2C6 T T X~
JREaRIR =7 v
T#:VRAAL v F AT
AFERRECF
FHES A b kO
3 A bRy

FeHE= | WA ACA1
1 12C6-1 77 4 ~<=— CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
GAAGCAATCGACCATCGACCCATTGCACCTGAT
CCGGATCATGCCGGCGCAGGGAG
2 FHEMEX 7 AT CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
RafT5 12C6-1 77 | GAAGX X2AX3X4XsXeCCATCGACCCX 7 XsXo X 10X11
#<—(NI1, N3~-N5 71 | XnCCTX13X14XisCCGGX 16X 17X18X19
77 U O AE ) X20X21CCGGX 2 X3CAGGGAG
3 FrELMEX T VAT CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
FEFT S 12C6-1 77 | GAAGX; X2AX3X4XsXeCCATCGACCCATTGCACCT
4<w—MN37A477Y) | GATCCGGATCATGCCGGCGCAGGGAG
4 FUHE MU T AT CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
RFEHT5H 12C6-1 77 | GAAGCAATCGACCATCGACCCX7XsXo
F<v—MN1 7477 1) | XioXnXi2CCTGATCCGGATCATGCCGGCGCAGGG
AG
5 FEMEX T VAT CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
R&EHT 5 12C6-1 77 | GAAGCAATCGACCATCGACCCATTGCACCTX 35X
Z<—MNa4FA7FY) | 1aXisCCGGATCATGCCGGXX3CAGGGAG
6 T MR VAT CTGGGGAGTCCTTCATGCGGGGCTGAGAGGATG
FEHT5 12C6-1 77 | GAAGCAATCGACCATCGACCCATTGCACCTGAT
Z<—(N5 7477 V) | CCGGX;6X17X18X19X20X21CCGGCGCAGGGAG
675 12C6-1 IR AT 7 A | gtgagictalgggacectigalgtitictitceectictiticlalggttaagttcat

gicalaggaaggggagaagiaacaggglacacalaligaccaaaicagg
gtaatittgeatiigtaattttaqaaaalgcitictictitiaatatactuiigiital
cltatttctaatactticcelaalcicttictticagggeaataaigatacaatglat
catgecgaglaacgcelgtiictclaactiglaggaatgaattcagatatitccag
agaatgaaaaaaaaatcttcagtagaagetaatgtCTGGGGAGTCCT
TCATGCGGGGCTGAGAGGATGGAAGCAATCGA
CCATCGACCCATTGCACCTGATCCGGATCATGC
CGGCGCAGGGAGacattacgeaccatictaaagaataacagigat
aattictgggtlaaggeaatageaatatifcigealataaatatiicigeatala
aatigltaactgaigiaagaggtiicatatigetaatageagelacaatceaget
accattcigettttatittaiggtigggataaggciggattaticrgagiccaage

laggecclttigetaatealgticalacclellalcticcicceacag
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676

BINA T T A 0T
Bz TRgEA & v b

Xk, ABHECBR
Sha7FH<=w—%ao
— N 5EFEERL,

BRI Y AT
Mgl Tns

GTGAGTCTATGGGACCCTTGATGTTTTCTTTCCC
CTTCTTTTCTATGGTTAAGTTCATGTCATAGGAA
GGGGAGAAGTAACAGGGTACACATATTGACCA
AATCAGGGTAATTTTGCATTTGTAATTTTAAAA
AATGCTTTCTTCTTTTAATATACTTTTTTGTTTAT
CTTATTTCTAATACTTTCCCTAATCTCTTTCTTTC
AGGGCAATAATGATACAATGTATCATGCCGAGT
AACGCTGTTTCTCTAACTTGTAGGAATGAATTC
AGATATTTCCAGAGAATGAAAAAAAAATCTTCA
GTAGAAGgtaatgt-X-
acattacGCACCATTCTAAAGAATAACAGTGATAAT
TTCTGGGTTAAGGCAATAGCAATATTTCTGCAT
ATAAATATTTCTGCATATAAATTGTAACTGATG
TAAGAGGTTTCATATTGCTAATAGCAGCTACAA
TCCAGCTACCATTCTGCTTTTATTTTATGGTTGG
GATAAGGCTGGATTATTCTGAGTCCAAGCTAGG
CCCTTTTGCTAATCATGTTCATACCTCTTATCTT
CCTCCCACAG.

677

{&ffi DHFR =27 /> 2

GAATGAATTCAGATATTTCCAGAGAATGAAAAA
AAAATCTTCAGTAGAAG

678

{&ffi DHFR =2 ¥ >/ 2

GAATGAATTCAGATATTTCCAGAGAATGAAAAA
AAATCTTCAGTAGAAG

679 thiC GUAAUGUGUCGGAGUGCCUUAGGGAUUAUUC
CCCUAAAGCUGAGACCGCAUUGCGGGAUCCGU
UGAACCUGAUCAGGCUAAUACCUGCGAAGGGA
ACACAUUAC

680 thiM GUAAUGUCUCGGGGUGCCCUUCUGCGUGAAGG

CUGAGAAAUACCCGUAUCACCUGAUCUGGAUA
AUGCCAGCGUAGGGAAGACAUUAC
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INTERNATIONAL SEARCH REPORT

JP 2024-546954 A 2024.12.26

International application No

PCT/IB2022/000762

A. CLASSIFICATION OF SUBJECT MATTER
INV, C12N15/115 C12N15/63

ADD .,

According to Intarnational Patent Classification (IPC) or to both national classification and IPG

B. FIELDS SEARCHED

Cl2N C40B

Minimum documentation searched {classification system followed by classification symbals)

Documentation searched other than minimum documarniation to the extent that such documents are included in ths fislds ssarched

EPC—Intarnal, EMBASE, FSTA, WPI Data

Electronic data base consulted during the international search {name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Categary* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y WO 2021/191680 Al (MEIRAGTX UK II LTD 1,12-23,
[GB]) 30 September 2021 (2021-09-30) 25,26,
28-61
par.5, 6, 185, 202
p.B-33,
p.23-25 Tbl.1,
p.28
Y Us 20207032253 Al (VOLLES MICHAEL J [US] 1,12-23,
ET AL} 30 January 2020 (2020-01-30) 25,26,
28-61
par.4, 5, 11, 76, 91
Y WO 2016/126747 Al (MEIRAGTX UK LTD [GB]) 1,12-23,
11 August 2016 (2016-08-11) 25,26,
cited in the applicatien 28-61
par., 1,54,56,63,64
iy -

G Further documents are listed in the continuation of Box C.

‘;‘ See patent family annex.

* Gpacial categories of cited dosumants :

"A" document defining the general state of the art which is not cansidered
to be of particular relevance

"E" earlier application or patent but published on or after the international
filing date

"L" document which may thraw doubts on priarity claim(s) or which is
cited 10 establish the publication date of anather ¢itation or other
apacial reasan (as specified)

"0" document referring to an oral disclosure, use, exhibition or ather
means

"P" document published prior to the international flling date but later than
the priority date claimed

"T" later dosumant published after the international filing date or priority
date and not in conflict with the application but gited to understand
tha pringipla or theory underlying tha invantion

"X" document of particular relevance;; the claimed invention cannot te
congiderad novel or cannot be considered to involve an inventive
step when the dacument is taken alone

"¥" document of particular relevance;; the claimed invention cannot te
considerad to involve an inventive step when the document is
combined with ane or mare ather such documents, such combination
being abvious to a person skilled in the art

"&" dogument member of the same patent family

Date of the actual completion of the international ssarch

8 May 2023

Date of mailing of the international search report

17/07/2023

Name and mailing address of the ISA/
European Palent Office, P.B. 5818 Patentlaan 2
NL - 2280 HY Rijswijk
Tal. (+31-70) 340-2040,
Fax: (+31-70) 340-3016

Authorized officer

Bonello, Steve

Form PCT/SA/210 (sacond sheet) (April 2005)
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International application No.

INTERNATIONAL SEARCH REPORT
PCT/1B2022/000762

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleatide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a |:| forming part of the international application as filed,

b. furmished subsequent 1o the intemational filing date for the purposes of intemational search {Rule 13fer1(a}).

accomparnied by a statement 1o the effect that the sequence listing does nat go beyand the disclosure in the
intemational application as filed.

2. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, this report has been
established 1o the extent that a meaningful search could be camied out without a WIPQ Standard ST.26 compliant
sequence listing.

3. Additional comments:

Farm PCTASA210 (continuation of first sheet (1)) {July 2022)
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Internatianal a pliczag%nzr}odoovaz
PCT/IB
INTERNATIONAL SEARCH REPORT

Box No.

I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemalional search report has not been established in respect of certain claims under Article 17(2){a} for the following reasons:

g

s [ |

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordanca with the second and third sentences of Rule €.4(a).

Box No.

Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [ ]

T

see additional sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims far which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

1, 20(completely); 12-19, 21-23, 25, 26, 28-6l(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Na pratest accompanied the payment of additional search fees.

Farm PCTASA/210 (continuation of first sheet (2)) (April 2005}
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INTERNATIONAL SEARCH REPORT
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International application No

PCT/IB2022/000762

C{Continuation}. DOCUMENTS CONSIDERED TO BE RELEVANT

Categary* | Citation of document, with indicatian, where approgriate, af the relevant passages Relevant ta claim No.
Y Us 2020/056182 Al (GUO XUECUI [US]) 1,12-23,
20 February 2020 (2020-02-20) 25,26,
28-61
par.4, 40, 43, 48, 54
A US 20137198900 A1 (AHARONI ASAPH [IL] ET 1,12-23,
AL) 1 August 2013 (2013-08-01) 25,26,
28-61

par.6

Form PCT/ISA/210 (continuation of sacond shaat) (April 2006)
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Intematicnal Application No. PCT/1B2022 /000762

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups cof)
inventions in thig internaticnal applicaticon, as follows:

1. elaimsg: 1, 20(completely); 12-1%, 21-23, 25, 26,
28-61 (partially)

A polynucleotide cassette for regulating the expression of a
target gene, compriging a sequence encoding an aptamer based
on SEQ ID NO.2, and having substitutions as defined in claim
1.

2. claims: 2-4 (completely); 12-18%, 21-23, 25, 26, 28-61(partially)

A polynuclectide cassette for regqulating the expression of a
target gena, comprising a sequance encoding an aptamer based
on SEQ ID NO.4, and having substitutions as defined in claim
2,

3. claims: 5-7, 24 (completely); 12-19%, 21-23, 25, 26,
28-61 (partially)

A polynucleotide cassette for requlating the expression of a
target gene, comprising a segquence encceding an aptamer based
on SEQ ID NO.3, and having substitutions as defined in claim
5.

4. claims: B, 8, 27 (completely); 12-19, 21-23, 25, 26,
28-61 (partially)

A polynucleotide cassette for regulating the expression cf a
target gene, compriging a sequence encoding an aptamer based
on SEQ ID NO.5, and having substitutions as defined in claim
a.

5. claims: 10, 11l {completely); 12-19%, 21-23, 25, 26,
28-61 (partially)

A polynucleotide cassette for regqulating the expression of a
target gene, comprising a segquence enceding an aptamer based
on SEQ ID NO.§, and having substitutions as defined in claim
10.
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