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=z 1

PouFL XL MSCs/NSCs HrgloXa
MSCs/NSCs | —33x L—i3a
miRNA ERE miRNA EHE miRNA SEE
hsa-miR- hsa-miR-324-
145_st 1379.78 hsa-lel-7¢_st -1.53698 3p_st -7.34456
hsa-miR- hsa-miR-
143 st 752.7381 0665_slt -1.58884 hsa-miR-20a st | -7.83858
hsa-miR- hsa-miR- hsa-miR-501-
214 _s1 552.6854 4258 st -1.61841 5p_st -8.36351
hsa-miR- hsa-miR-361- hsa-miR-330-
199a-3p_st | 511.1263 3p_st -1.63684 3p_st -8.71869
hsa-miR- hsa-miR-374a-
199a-5p_st | 362.5667 star_st -1.76218 hsa-miR-874 st | -©.13392
hsa-miR- hsa-miR-
199b-3p st | 347.4311 852b st -1.85672 hsa-miR-500 st | -0.68441
hsa-miR- hsa-miR-361-
138_st 229.2463 Sp_st -1.90874 hsa-miR-25_st 9.86881
hsa-miR- hsa-miR- hsa-miR-769-
31 st 190.5331 181a st -1.93941 5p_st -10.1382
hsa-miR- hsa-miR-125b-2-
21 st 59.83459 hsa-miR-16_st | -2.19583 star_st -1(1.3325
hsa-miR- hsa-miR-
193a-5p_st | 23.8986 6306_st -2.27398 hsa-miR-130b_st | -16.7436
hsa-miR- hsa-miR-
224-star st | 21.60842 4284 st -2.79417 hsa-miR-504 st | -16.9435
hsa-miR- hsa-miR- hsa-miR-181a-2-
196a_st 21.38142 1208 _st -3.00768 star_st -17.7877
hsa-miR- hsa-miR- hsa-miR-885-
487b_st 19.18475 1274b_st -3.01855 3p_st -20.1501
hsa-miR- hsa-miR-30c-
409-5p_st 17.45522 2-star_st -3.46182 hsa-miR-1246_st | -21.0971
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hsa-miR- hsa-miR-501-

193h-star_st | 10.34438 3p_st -3.49025 hsa-miR-92b st | -22.8735

hsa-miR- hsa-miR- hsa-miR-362-

379 _st 9.571106 92a_st -3.7152 Sp_st -23.3686

hsa-miR-21- hsa-miR-

star_st 2.401508 378b_st -3.72739 hsa-miR-572_st | -23.3743

hsa-miR- hsa-miR-

27a-star_st 7.080883 1287 _st -3.87466 hsa-miR-4270_st | -24.4173

hsa-miR- hsa-miR-425-

27a_sl 6.122331 star_st -4.0524 hsa-miR-378¢_st | -26.6758

hsa-miR- hsa-miR-324. hsa-miR-93-

4317 st 5.715753 Sp_st -4,37339 star_st -28.4948

hsa-miR- hsa-miR-

193b_st 4920511 3178 st -4.40631 hsa-miR-149 st | -28.7369

hsa-miR- hsa-miR-219-

27h_st 4.889609 1-3p st -4.52146 hsa-miR-363_st | -28.9968

hsa-miR- hsa-miR-

22_st 4.708265 197_st -4.609 hsa-miR-9_st -31.2283

hsa-miR- hsa-miR-

574-3p_sl 3.402782 181b st -4.61406 hsa-miR-18a st | -32.3908

hsa-miR- hsa-miR-500-

4288 _st 3.375774 slar_st -4.72807 hsa-miR-891a_st | -33.1912

hsa-miR- hsa-miR-

23a st 3.34163 106b_st -4.96582 hsa-miR-346_st | -38.7283

hsa-miR- hsa-miR-502-

221-star_st | 3.09015 3p_st -4.97934 hsa-miR-124 st | -50.7583

hsa-miR- hsa-miR-

2113 _st 3.030064 30c_st -5.17107 hsa-miR-497 st | -72.2314
hsa-miR-

hsa-let-7i_st | 2.551577 1275 st -5.20365 hsa-miR-378_st | -73.63(6

hsa-miR- hsa-miR-

24 st 2.300083 422a st -5.54416 hsa-miR-1231_st | -82.7066

hsa-miR- hsa-miR-139-

23b_st 2.217338 hsa-miR-93_st | -5.6233 Sp_st -92.6078

hsa-miR- hsa-miR- hsa-miR-3180-

299-3p st 2.201947 181d_st -5.74741 3p_st -94.3695

hsa-miR- hsa-miR- hsa-miR-9-

518c-star_st | 2.197822 1307 _st -5.82664 star_st -114.107

hsa-miR- hsa-miR-

221 _st 2.186328 1301 _st -5.84397 hsa-miR-935_st | -140.688

hsa-miK- hsa-miR-

431-star st | 2.177192 99a st -5.88481 hsa-miR-20b st | -156.762

hsa-miR- hsa-miR-5()5-

523 st 2.116276 star_st -5.9383

hsa-miR- hsa-miR-

4313 st 1.937531 1202 st -5.94177

hsa-miR- hsa-miR-

559 _s1 1.916531 128_st -6.05212

hsa-miR- hsa-miR-532-

614 st 1.894046 Sp_st -6.11976

hsa-miR- 1.803374 hsa-miR- -6.5161

653_st 195_st
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hsa-miR-
2278 st

1.675887

hsa-miR-532-
3p_st

-6.66014

v11_hsa-
miR-768-
Sp_st

1.647103

hsa-miR-
106a_st

-6.91155

hsa-miR-
154-star_st

1.608659

hsa-miR-17_st

-6.91565

hsa-miR-
302a-star_st

1.598961

hsa-miR-
1271 st

-7.05548

hsa-miR-
3199 st

1.580479

hsa-miR-769-
3p_st

-71.1367

hsa-miR-
3137 st

1.476948

hsa-miR-
15b_st

-7.31636
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hsa-let-7c BIES: 3 BEHES: 77
hsa-let-7d GHES: 4 GHES: 78
hsa-let-7e BHES:S BHES:T9
hsa-let-7f EHNES: 6 BEHES: 80
hsa-let-7g BIFES: T B3 FES: 81
hsa-let-71 R ES: 8 BEEFS: 32
hsa-mir-106a ENES:9 BELHES: 83
hsa-mir-106b EFES: 10 EEHES: 84
hsa-mir-1294 BHES: 11 BHES: 85
hsa-mir-1297 By ES: 12 BEHES: 80
hsa-mir-143 BErES. 13 B ES: 87
hsa-mir-144 EFES: 14 BAES: 88
hsa-mir-145 BLFES: 15 GHES: 89
hsa-mir-17 BEMNES: 16 B3 E&S: 90
miR-181a BEHES: 17 BEHES: 91
miR-181a BB &S 18 BEFIES: 92
miR-181b BENES: 19 GiHES: 93
miR-181b ENES: 20 ENES: 94
miR-181c iy ES: 21 L5 ES: 95
hsa-mir-181d I ES: 22 BL5| %S 96
hsa-mir-199a-3p B &S 23 BES: 97
hsa-mir-199b-3p EHES: M4 BHES: 98
hsa-mir-202 BB ES 25 BAES: 99
hsa-mir-20a BLHES: 26 BEHES: 100
hsa-mir-20b BB &S 27 5 ES: 101
hsa-mir-2113 BEAMNES: 28 BIES: 102
hsa-mir-235 BIFS: 29 EyES: 103
hsa-mir-26a fieFEE: 30 ieFHES: 104
EHES: 31 EANESF: 105
hsa-mir-26b BLF|ES: 32 BEHES: 106
hsa-mir-29a mBHES: 33 EHES: 107
hsa-mir-29b GHES: M4 GFIES: 108
EEHES: 109
hsa-mir-29¢ By ES: 35 5 ES: 110
hsa-mir-3129-5p BEHES: 36 BHES: 111
hsa-mir-3177-3p BB 37 R ES: 112
hsa-nxir-32 By ES: 38 EMNES: 113
hsa-mir-326 EHES: 39 EHES: 114
hsa-mir-330-5p BEMES: 40 ENES: 115
hsa-mir-363 ENES: 41 B3 %ES: 116
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20

hsa-mir-3659 B FF: 42 BRAES: 117
hsa-mir-3662 BHES: 43 EEAES: 118
hsa-mir-367 RAHEE: 4 BHESE: 119
hsa-mir-372 BHES: 45 EHES: 120
hsa-mir-373 ENES: 46 | mngs: 121
hsa-mir-3927 BEES: 47 EMES 122
hsa-mir-4262 ENES 48 | BAES: 123
hsa-mir-4279 BLSES: 49 EFES: 124
hsa-mir-4458 B5#E S 50 X ES: 125
hsa-mir-4463 BEF&ES: 51 EHES: 126
hsa-mir-4500 BHIES 52 EBHES: 127
hsa-mir-4658 BFIES: 53 ERFIEE: 128
hsa-mir-4724-3p ERHES: 54 EHES: 129
hsa-mir-4742-3p BERIES: 33 BENES: 130
hsa-mir4770 ERES: S50 EFES: 131
hsa-mir-519d BAES: 37 BAES: 132
hsa-mir-320a-3p EA&ES: 58 EFES: 133
hsa-mir-320b i EE: 39 By EE: 134
hsa-mir-320c-3p B F&ES . 60 EHES 135
hsa-mir-320d-3p B3 #E: 6] mEIES: 136
hsa-mir-320d-5p BEHES: 62 ERES: 137
hsa-mir-520e ENES: 63 | mRuEs: 138
hsa-mir-524-5p BEHES: 64 EHES: 139
hsa-mir-642b BHES: 65 EFES: 140
hsa-mir-656 BLFIEE: 66 ENES: 141
hisa-mir-767-5p EH#HES: 67 EHES: 142
hsa-mir-92a iR HS: 68 EIFES: 143

BRES: 69 | mAES: 144
hsa-mir-92b EAES: 70 | ENES: 145
hsa-mir-93 RAES: 71 BIES: 146
hsa-mir-98 BRIES: 72 BRIEE: 147
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# 3
2 B EmiRNAD B2 51 g;;r"RNA‘D
hsa-mir-410 EHES: 148 RBHES: 150
hsa-mir-3163 ERES: 149 B ES: 157
hsa-mir-148a EFES: 150 E5EH: 158
hsa-mir-148b BRES: 151 BHES: 159
hsa-mir-152 EHEE: 152 EEFHE: 160
hsa-mir-3121-3p | ERES: 153 EHES: 161
hsa-mir-495 EFI%S: 154 BRHES: 162
hsa-mir-4680-3p | BRFFES: 155 BN ES: 163

10
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#x 4
F#miRNAG | PMIR id TLmiRNA®D
B &5 B2 51
miR-92ap BHES: 164 | MIOOD00O93 ARF|HS: 269
BRHES: 165 | MI0000094 EHNES: 270
miR-21 BHES: 166 | MI0D0O77 BHES: 271
miR-26a 5P BHES: 167 | MIODO00S3 EHES: 272
BEHES: 168 | MIOONO7S0 BRF &S 273
miR-18a BIEE: 169 | MID0DD0O72 BIES: 274
miR-124 BRFES: 170 | MI000445 BEHES: 275
BHES: 171 MI0000443 BEFHEES: 276
BEES: 172 | MI0000444 5| B 277
miR-99a BEES: 173 | MIO000101 BEHES: 278
miR-30c¢ BHES: 174 | MID0D0736 EHES: 279
MI0000254 5 ES: 280
miR-301a 3P EIEE: 175 | MIOD0D745 ERES: 281
miR-145-30 EHES: 176 | MIOO0G46] BEFES: 282
miR-143-3p BHES: 177 | MIN000459 BHES: 283
miR-373 3P B ES: 178 | MIODOOT781 BLF|EE: 284
miR-20b BHES: 179 | MIN0O1519 5 ES: 285
miR-29¢ 3P B EE: 180 | MIO00OO735 B ES: 286
miR-29b 3P FEHES: 181 | MIODOO105 5 &S 287
MI0000107 BLFES: 288
miR-143
let-7g EHES: 182 | MIDDD0433 BHES: 289
let-7a BRmEE: 183 MI0000060 EHES: 200
MIDO0006 1 iy ES: 291
MIN000062 5 S 292
let-7h BEHEE: 184 | MIOOND063 BEHEE: 203
miR-98 BEFEE: 185 | MIDOOD10O BFES: 294
miR-30a* B EE: 186 | MIDOODOSS BREE 295
miR-17 BHES: 187 | MI0O007] BREEE: 296
miR-1-1 BRF &S 188 | MIO0006S] BEF &S 297
miR-1-2 HES: 189 | MID000437 BRHES: 298
miR-192 BHES: 190 | MIN000234 EHES: 299
miR-155 B ES 191 MIO000681 BLFES: 300
miR-516-ap al-
5p-- BRFES: 192 | MID0D3180 EyES: 301
a2-3p-- BHES: 193 | MIODD318] ARHES: 302
miR-31 RHEE: 194 | MIN0000RY B &S 303
miR-181a B ES: 195 [ MIO000289 BEHES: 304
BRFES: 196 | MIN0D0269 B E| B2 305
miR-1§1b BFES: 197 | MI00D0270 BRFEE 306
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BRHES: 198 | MIOD006R3 mREES: 307
miR-181¢ BHES: 199 | MIOD00271 EHES: 308
miR-34-¢ BEHES: 200 | MIOODOT743 GFES: 309
miR-34b* G5 ES: 201 MI0000742 GLF|ES: 310
miR-103a BEFES: 202 | MIOO0O109 BEHES: 311
BEHES: 203 | MIGODO10S GFES: 312
miR-210 B ES: 204 | MIDO0028G BEHES: 313
miR-16 EHNES: 205 MINQ00070 EFES: 314
A ES: 206 | MIOD00115 BEHES: 315
miR-30a BEHES: 207 | MIOOO0O8E EBFES: 316
miR-31 GHES: 208 | MIOD0D0OSS EyES: 317
miR-222 BeF &S 209 | MI000029% EHES: 318
miR-17 BRHES: 210 MIO00071 EBNES: 319
miR-17# BHES: 211 MIO000071 EFES: 320
miR-200b BEmES: 212 | MI0000342 EHNES: 321
miR-200c EHES: 213 MION00650 Be5 &S 322
miR-128 B ES: 214 MIN00447 ¥ ES: 323
MI0000727 BHNES: 324
miR-303 B EE: 215 MIO003 188 BHEES: 325
miR-424 BEFES: 216 | MIOO01446 EHES: 326
miR-195 BEHMES: 217 | MIOOOO489 oo ES: 327
miR-1256 EHES: 218 MIOO0N6390 B ES: 3128
miR-203a fEHES: 219 | MIOOD02R3 BHES: 329
miR-199 1?
hsa-miR-199a-
3p_st BEHES: 220 | MIOOD0242 iy ES: 330
hsa-miR-199a-
Sp_st BSIES: 221 | MIOO00242 | ERSIES: 331
hsa-miR-199b-
3p_st BEHEE: 222 | MIDO00282 EXES: 332
miR-93 BRFIES: 223 | MIO00009S BHES: 333
miR-98 BEHES: 224 | MIOD00100 BHES: 334
miR-125-a B EE: 225 MID000469 Bo5ES: 335
miR-133a e d TS 226 | MICO0450 BHES: 336
MI0000451 BEMNES: 337
miR-133b BRHES: 227 | MIOODOS22 BR5|ES: 338
miR-126 g &2 228 MI0000471 BAES: 330
miR-194 A ES: 229 | MIOQDO48S EFES: 340
MI0000732 R EE: 341
miR-346 B ES: 230 MIOOGOS26 BB EE: 342
miR-15b &S 231 MIOO00438 B ES: 343
miR-338-3p B o B&E: 232 MI0O000814 GEHES 3H
miR-373
miR-205 Ao 5| &5 233 MIOOG0285 EHES: 345
miR-210
miR-125
miR-1226 EHES: 234 | MID0D6313 HEE: 346
miR-708 BEHEE: 235 | MIN005543 BEANES: 347
miR-449 mHES: 236 | MIO001648 EHIES: 348
miR-422 BENES: 237 MINN01444 BEHES: 349
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miR-340 BHEE: 238 | MIOO00SO2 BAES: 350
miR-603 BEIEE: 239 | MIOOO3618 BHES: 351
miR-522 BHES: 240 | MIOOD3177 BHES: 352
miR-663 EFES: 241 | MIODD36T72 EHES: 353
miR-130a BEFHEER: 242 | MIOO00448 BHES: 354
miR-130b BEHED: 243 | MIOO00748 BRAES: 355
miR-942 BEHES: 244 | MIOOD5S767 BHES: 35
miR-372 BHES: 245 | MIOG03579 EES: 337
miR-520
miR-639 EHEE: 246 | MIO003654 BHES: 358
miR-654 BHEE: 247 | MIOOD3676 BHES: 359
miR-519
miR-204 B FEE: 248 | MIO000284
miR-224 BHES: 249 | MIO000301 BHES: 360
miR-616 BEHEE: 250 | MID003629 BRAFES: 361
miR-122 BEFIES: 251 | MIOOOO442 BEFES: 362
miR-299 3p- BEFIES: 252 | MI0000744 FEHES: 363
5p- BHES: 253 B &S 364
| miR-100 | BB 2254 | MIO000102 |
miR-138 BEHHE: 255 | MIOOO0476 5 ES: 365
miR-140 BEFES: 256 | MID000456 B ES: 366
miR-375 BHES: 257 | MIDO0OOT783 BHES: 367
miR-217 B EE: 258 | MIO000293 o5 &S 368
miR-302 BEHES: 369
miR-372 BEHES: 259 | MIOOOO780
miR-96 BRI ES: 260 | MIOOD009S BHES: 370
miR-127-3p BEFES: 261 | MIO000472 BEF| &S 371
miR-449 B ES: 372
miR-135b BRHIEE: 262 | MIOODOS1O
miR-101 BEHHES: 263 | MIOGD0103 R ES: 373
MI0000739 EHES: 374
miR-326 BHEE: 264 | MIOO0D0S0S B ES: 375
miR-3245p- BEANES: 265 | MIOO00813 BEHNES: 376
3p- BEFHEE: 266 | MIOD00813 BHES: I
miR-335 &S 267 | MIODD0S16 iy ES: 378
miR-141 EHEE: 268 | MIOODO457 EHES: 379
#* 5
2% REMIRNAD| FLmiRNA®
5L iG]
BHES: BiFES:
miR-1275 381 414
3 ES: BEHES:
miR-§91a 382 413
B3 ES: EEFES:
miR-154 383 416
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BRHES: BEHEE:
miR-1202 384 417
BRHES: BEHES:
miR-572 385 418
BRHES: BEHES:
miR-935a 386 419
EHES: BEHES:
miR-4317 387 420
BEHES BHES:
miR-153 388 421
BRHES: 10
422
BHES: BEHNES:
miR-4288 389 423
BRHES: BEHNES:
miR-409-5p 390 424
BEHES: iHES:
miR-193a-5p 391 425
BENES: EHNES:
miR-648 392 426
miR-368
BEHNES: BEHES:
miR-365 393 427 20
EHES: BEHES:
miR-500 394 428
BEHES. BEHES:
miR-491 395 429
hsa-miR-199a- EHEE: mFEE:
3p_st 396 430
BRHES: BEHNES:
397 431
hsa-miR-199a- EHEE: BRI EE:
Sp_st 398 432
BRHES!: EHES:
399 433
b=y GEFHEE: 30
miR-2113 400} 434
A ES: BEHES:
miR-372 401 435
BEHES! BEHES:
miR-373 402 436
BRHES: iHES:
miR-942 403 437
BEHES. BEHNES:
miR-1293 404 438
BRHES: EHES:
miR-18 405 439
BRHES: fieHES:
miR-1182 406 440 40
BHES: BEHNES:
miR-1185 407 441
ENES:
442
BRHES: BHES:
miR-1276 408 443
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EnNEs: BHES:
miR-193b 409 444
EHNES: BHES:
miR-1238 410 445
EBNES: mHEE:
miR-889 411 446
EHNEES: EHNES:
miR-370 412 447
EHNEE: BEHNES:
miR-548-d1 413 448
& 6
mir 1EE ENES
hsa-miR-302b BEHEE : 449
hsa-miR-371 BRHEE 450
hsa-miR-134 mHEE . 451
hsa-miR-219 BRHES : 452
hsa-miR-154 B EE 453
hsa-miR-155 BHES 454
hsa-miR-32 BHEE 435
hsa-miR-33 mHES . 456
hsa-miR-126 mHES 457
hsa-miR-127 BHEES 458
hsa-miR-132 BEHES . 459
hsa-miR-137 BRHES ;460
hsa-miR-10b BHEE : 401
hsa-miR-142-3p RHES 462
hsa-miR-131a
hsa-miR-125b B EE 463
hsa-miR-153 wmHES : 464
hsa-miR-181a BHES 465
hsa-miR-123
hsa-miR-let-7a BFEE 460
hsa-miR-let-7b R ES 467
hsa-miR-368 RHEL : 408
hsa-miR-365-3p
hsa-miR-365-5p
hsa-miR-218 REHES : 469
hsa-miR-124 wEHEE 470
hsa-miR-125a EnEe 471
hsa-miR-9 EHES 472
hsa-miR-20a BHEE 473
hsa-miR-130a BmHES 474
hsa-miR-372 BEHES . 473
hsa-miR-373 BHEE 476
hsa-miR-141 BHEE 477
hsa-miR-199a BRHES 478
hsa-miR-221 BEHEs 479
hsa-miR-223 BEHES 480
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FIG. 4F
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INTERNATIONAL SEARCH REPORT

JP 2015-509366 A 2015.3.30

International application No

PCT/1B2013/051429

A. CLASSIFICATION OF SUBJECT MATTER

INV. C12N5/0793 C12N5/0797
ADD. CI12N15/113

A61P25/00

Apoording o International Patent Glassifioation {IPC) or ta both national classifioation and IPG

B. AELDS SEARCHED

Minimum deoumentation had [olasafioati

system followed by dlasaification aymbola)

Doocumentation searshed other than minimum dooumentation to the extent that such dosuments are included in the fields searched

EPO-Internal, BIOSIS

Electronio data base oonsulted during the intemational eearoh {name of deta baee and, where practicable, searsh terms used)

C. DOCUMENT3 CONSIDERED TQ BEE RELEVANT

neuronal development",

NEURAL DEVELOPMENT,

vol. 5, no. 1, 25, October 2010 (2010-10),
XPOZ21081673,

ISSN: 1749-8104, DOI:
10.1186/1749-8104-5-25

-/--

Cetegory™ | Citalion of dosument, with indication, where appropriate, of the relevant passages Relevant to claim No.

A W0 20117159675 A2 (COLLEGE OF MEDICINE 1,2,
POCHON CHA UNIVERSITY INDUSTRY ACADEMIC 22-32,49
COOPERATIO) 22 December 2011 (2011-12-22)

A EP 1 705 245 Al (STIFTUNG CAESAR [DE]) 1,2,
27 September 2006 (2006-89-27) 22-32.49

A EP 1 506 997 Al {NEUROPROGEN GMBH LEIPZIG 1.2,
[DE]) 16 February 20805 (2005-02-16) 22-32,49

A GAD FEN-BIAQO: "Context-dependent 1,2,
functions of specific microRNAs in 22-32,49

Further decumente ara listed inthe continuation of Box C.

See patent family annex.

* Bpecial catagoties of cited decumants :

"A" decument defining the general state of the art which iz net considered
to be of partioular relevanoe

"E" earlier application er patert but published en or aftar the intamational
filing dlate

"L" decurnentwhish may throw doubts on priority slaim(s) or whieh is
cited to wstablish the publication date of ancther citetion or other
speoial reason (as specilied)

"T* later dooument published efter the international filing date or priorﬂ¥
date and not in oenflict with the lioation but oited to understand
the principle or theory underlying the invention

“X* dooument of partioular relsvance, the elaimed invention cannct be
wonsidered novel or cannot be caneidered to involve an inventive
atepy when the desument is taken alone

"¥" document of particular rel

; the clai ion cannot be

"O" dosument referring to an orel disclosurs, use, axhibition or othar
meane

"P" decument published prior to the intemational filing date but later than
the priority date claimed

1o Involve an
combined with one or more ather aush deaumonta, such sambination
being obvioua to a perscn skilled in the art

"&" document member of the same patent family

step when the document I

Dete of the actual completion of the intemational eearch

6 August 2013

Date of mailing of the intemational search repert

10/10/2013

Mame and mailing addrees of the ISAS

Europeen Patent Office, P.B. 5818 Falentlaan 2
NL - 2280 HV Rijswik

Tel. {+31-70) 340-2040,

Fax: (+21-70) 240-3016

Authorized officer

Teyssier, Bertrand

Form PCT/ISAR210 (second sheet) (Aprl 2006)
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International application Na
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
CBIQOI’V' Cltation of with Ir whera lolo]jal aof tha relavant pacsages Relevant to claim No.
A AKERBLOM M ET AL: "Functional Studies of 1,2,
microRNAs in Neural Stem Cells: Problems 22-32,49
and Perspectives",
FRONTIERS IN NEUROSCIENCE,
vol. 6, 14, January 2012 (2012-01),
XPO55074176,
ISSN: 1662-4548, DOI:
10,3389/fnins.2012,00014
A MAISEL M ET AL.: "“Genome-wide expression 1,2,
profiling and functional network analysis 22-32,49
upon neurcectodermal conversion of human
mesenchymal stem cells suggest HIF-1 and
miR-124a as important regulators",
EXPERIMENTAL CELL RESEARCH,
vol, 316, no. 17, October 2010 (2010-10),
pages 2760-2778, XP055074156,
ISSN: 0014-4827, DOI:
10.1016/].yexcr.2010.06.012
A LIU SHIH-PING ET AL.: "MicroRNAs 1,2,
regulation modulated self-renewal and 22-32,49
lineage differentiation of stem cells",
CELL TRANSPLANTATION,
vol. 18, no. 9, January 2009 (2005-01),
pages 1039-1045, XPO02605501,
ISSN: 0963-6897, DOI:
10.3727/096368909X471224
A Shookhoff J M & Gallicano G I: "The 1,2,
Emerging Role of microRNAs in Adult Stem 22-32.49
Cells"; "Chapter 3"
In: Phinney D G (Ed.): "Adult Stem Cells:
Biology and Methods of Analysis”,
2011, Humana Press Inc., Totowa, NJ
07512-1165, USA, XPO08163996,
ISSN: null
ISBN: 978-1-81779-001-0
pages 57-94, DOI:
10.1007/978-1-61779-002-7_3,
A 0ZATA D M ET AL: "The role of microRNA 1,2
deregulation in the pathogenesis of
adrenocortical carcinoma”,
ENDOCRINE RELATED CANCER,
vol. 18, no. 6,
27 October 2011 (2011-10-27), pages
643-655, XPO55074162,
ISSN: 1351-0088, DOI: 10.1530/ERC-11-0082
- / -

Form PCT/I8A/210 (continuation of second ahest) [April 2005}
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International application Na

MicroRNA-1275 to Claudinll Protein
Suppression via a Polycomb-mediated
Silencing Mechanism in Human Glioma
Stem-1ike Cells",

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol. 287, no. 33,

10 August 2012 (2012-08-10), pages
27396-27406, XPOhBO74166,

ISSN: 0021-9258, DOI:
10.1074/jbc.M112.359109

T WO 2009/122413 Al (HADASIT MED RES SERVICE
[IL]; REUBINOFF BENJAMIN [IL]; BEN SHUSHAN
ETT) 8 October 2009 (2009-10-08)

T US 20087176328 A1 (CHANG MI-SOOK [KR] ET
AL) 24 July 2008 (2008-07-24)

PCT/1B2013/051429
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category™ | Citation of with Ir whera approy of tha relevant pacsages Relevant to claim No.
AP KATSUSHIMA K ET AL: ‘"Contribution of 1,2

Form PCT/I8A/210 (continuation of second ahest) [April 2005}
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Intemational application Ne.

INTERNATIONAL SEARCH REPORT PCT/1B2013/051429

BoxNo.ll  Observatlons where certaln clalms were found unsearchable {Continuation of Item 2 of first sheet)

This international search repait has not been established in respect of certain claims under Article 17 (2)(a) for the following reascns:

1. |:| Claims Nos..:
becausa thay relate to subject matter not raquirad to be searchad by this Authority, namely:

2. |:| Claims Nos.:

because they relate to parts of the international application that do nat comply with the preseribed requiremenis te such
an extent that ne meaningiul intemational search can be carried out, specifically:

3 D Claims Naos.:
because they are dependent claims and are not drafted in aceordance with the second and third sentences of Rule 6.4(a}.

BaxNo.lll  Observatlons whete unity of Inventlon Is lacking (Gontinuation of [tem 3 of irst sheet)

Thie Intarnaticnal Searching Autherity found multipls inventions in this international application, as follows:

see additional sheet

1. As all raquired addition el search fees ware timely paid by the applicant, this intemational search report covers all searchable
olaims.

2 |:| As all searchable olaims could be zearched without effort justifying an additicnal fees, this Authority did not invite payment of
additional faes.

3 As only same of the required additional search fees were timely paid by the applicart, this intemational search report covers
enly thase claima for which feea were paid, specifically claims Nea.:

4. No required additional search fees were timely paid by the applicant. Gonsequently, this international aearch report ia
restricted to tha invantien first mentienad in the claims; it is coverad by claims Noe.:

1, 2, 22-32, 49(all partially)

Remark on Protest The additional ssarch feas were accompanied by the applicant's protest and, where applicable, the
payment of a prelest fee.

The additional search fees were accompanied by the applicant's pretest but the applicable protest
1ee was net paid within the time limit apeoifiad in tha invitation.

D Mo proteat accompanisd the payment of additional search faes.

Form PGTASA/210 (continuation of first shest ()} (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCTASA/! 21(

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 2, 22-32, 49(all partially)

Method of differentiating mesenchymal stem cells (MSC) into
neural stem cells (NSC) by up-regulating miR-1275; cells so
obtained.

2-93, claims: 1-3, 22-34, 37-39, 42-44, 46, 49(all partially)

Method as in invention 1 up-regulating, respectively, (2)
miR-891a, (3) miR-154, {4) miR-1202, (5) miR-572, (6)
miR-935a, (7) miR302b, (8) miR-371, (9) miR-134, (18)
miR-219, (11) miR-155, {12) miR-32, (13) miR-33, (14}
miR-126, (15) miR-127, (16) miR-132, (17) miR-let-7c, (18)
miR-665, (19) miR-4258, (20) miR-361-3p, (21) miR-374a*,
(22) miR-892b, (23) miR-361-5p, (24) miR-18la, (25) miR-16,
(26) miR-636, (27) miRr-4284, (28) miR-1208, (25) miR-1274b,
(30) miR-30c-2*, (31) miR-501-3p, {3?) hsa-miR-92a, (33)
miR-378b, (34) miR-1287, (35) miR-425*, (36) miR-324-5p,
(37) miR-3178, (38) miR-219-1-3p, (39) miR-197, (40)
miR-181b, (41) miR-500*, (42) miR-186b, (43) miR-502-3p,
(44) miR-30c, (45) mir-422a, (46) miR-93, (47) miR-181d,
(48) miR-1307, (49) miR-1301, (50) miR-9%9a, (51) miR-505%,
(52) mirR-1202, (53} miR-12, (54) miR-532-5p, (55) miR-195,
{56) miR-532-3p, (57) miR-106a, (58) miR-17, (59) miR-1271,
(60) miR-769-3p, (61) miR-15b, (62) miR-324-3p, (63)
miR-20a, (64) miR-501-5p, (65) miR-330-3p, (66) miR-874,
(67) miR-500, (68) miR-25, (69) miR-769-5p, (70)
miR-125-b2*, (71) miR-130b, (72) miR-504, (73) miR-181-a2*,
(74) miR-885-3p, (75) miR-1246, (76) miR-92b, (77)
miR-362-5p, (78) miR-572, (79) miR-4270, (80) miR-378c, (81)
miR-93-star, (82) miR-149, (83) miR-363, (84) miR-9, (85)
miR-18a, (86) miR-346, (87) miR-497, (88) miR-378, (89)
miR-1231, (90) miR-139-5p, (91} miR-3188-3p, (92) miR-935 or
(93) miR-20b as recited in claim 1, each distinct miR being
a distinct invention.

Cells so obtained, pharmaceutical composition and method of
treatment.

(Some claims may not belong to some inventions.)

94-147. claims: 4-6, 31-34, 37-39, 42-44, 46, 49(all partially)

Same as inventions 2-93 but down-regulating, respectively,
(94) miR-4317, (95) miR-153, (96) miR-4288, (97) miR-409-5p,
(98) miR-193a-5p, (99) miR-10b, (100) miR-142-3p, (101)
miR-131a, (102) miR-125b, (103) miR-18la, (104) miR-145,
(105) miR-143, (106) miR-214, (107} miR-19%a-3p, (168}
miR-199a-5p, (109) miR-199b-3p, (110) miR-138, (111) miR-31,
(112) miR-21, (113) miR-193a-5p, (114) miR-224*, (115}
miR-196a, (116) miR-487b, (117) miR-409-5p, (118) miR-193b*,
(119) miR-379, (120) mirR-21*, (121} miR-27a*, (122) miR-27a,
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(123) miR-193h, (124) miR-27b, {125) miR-22, (126)
miR-574-3p, (127) miR-23a, (128) miR-221*, (129) miR-2113,
(130) miR-let-7i, (131) miR-24, (132) miR-23b, (133)
miR-299-3p, (134) miR-518¢c*, (135) miR-221, (136) miR-431%,
(137) miR-523, (138) miR-4313, (139) miR-559, (140) miR-614,
(141) miR-653, (142) miR-2278, {143) miR-768-5p, (144)
miR-154*, (145) miR-302a*, {146) miR-3199 or (147) miR-3137
as recited in claim 4, each distinct miR being a distinct
invention.

(Some claims may not belong to some inventions.)

148. claims: 7{completely); 4, 6(partially)

Method of differentiating MSC into NSC by down-regulating
miR-138 and miR-891 and up-regulating miR-20b and miR-378.

149. claims: 8(completely); 23-32(partially)

Method of differentiating MSC into NSC by up-regulating
miR-124 and down-regulating miR-let-7.

150. claims: 9(completely); 22-25(partially)

Method of differentiating MSC into NSC by down-regulating
RTYP-1.

151-164. claims: 10, 206-28, 30-32, 35, 36, 40, 41, 45, 47, 48(all
partially)

Method of differentiating neural stem cells into motor
neurons by up-regulating, respectively, (151) miR-368, (152)
miR-302b, (153) miR-365-3p, (154) miR-365-5p, (155)
miR-Tet-7a, (156) miR-let-7b, (157) miR-218, (158) miR-134,
(159) miR-124, (160) miR-125a, (161) miR-9, (162) miR-154,
(163) miR-20a or (164) miR-130a as recited in claim 10, each
distinct miR being a different invention.

Cells so obtained, pharmaceutical composition and method of
treatment. Method of screening miR.

165-244. claims: 11, 12(partially)

Method of differentiating MSC into motor neurons by
up-regulating, respectively, (165) miR-648, (166) miR-368,
(167) miR-365, (168) miR-500, (169} miR-491, (170} miR-218,
(171) miR-155, (172) miR-192, (173) miR-let-7b, (174)
miR-16, (175) miR-210, (176) miR-197, (177) miR-21, (178)
miR-373, (179) miR-27a, (188) miR-122, (181) miR-17, (182)
miR-494, (183) miR-449, (184) miR-563, (185) miR-30a, (186)
miR-196a, (187) miR-7, (188) miR-151-5p, (189) miR-22, (190)
miR-31, (191) miR-424, (192) miR-1, (193) miR-29c, (194)
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miR-942, (195) miR-100, (196) miR-520, (197) miR-663a, (198)
miR-562, (199) miR-449a, (200) miR-449b-5p, (201) miR-520b,
(202) miR-451, (203) miR-532-59, (204) miR-605, (205)
miR-504, (206) miR-34a, (207) miR-7b, {208) miR-103, (209)
miR-124, (210) miR-1385p, (211) miR-330, (212) miR-608,
(213) miR-708, (214) miR-107, {215) miR-137, (216) miR-132,
(217) miR-145, (218) miR-204, (219) miR-125b, (220) miR-224,
(221) miR-375, (222) miR-101, (223) miR-106b, (224) miR-128,
(225) miR-129-5p, (226) miR-153, (227) miR-203, (228)
miR-214, (229) miR-338-3p, (230) miR-346, {231) miR-98,
(232) miR-141, (233) miR-217, {234) miR-9, (234) miR-93,
(235) miR-99a, (236) miR-100, (237) miR-1228, (238) miR-183,
(239) miR-185, (240) miR-190, {241) miR-522, (242) miR-650,
(243) miR-675 or (244) miR-342-3p as recited in claim 11,
each distinct miR being a different invention.

Cells so obtained, pharmaceutical composition and method of
treatment.

245-252. claims: 13, 20-25, 30-32, 35, 36, 40, 41, 45, 47, 48(all
partially)

Method of differentiating neural stem cells into motor
neurons by down-regulating, respectively, (245) miR-372,
(246) miR-373, (247) mir-141, (248) miR-199a, (249) miR-32,
(250) miR-33, (251) miR-221 or (252) miR-223 as recited in
claim 13, each distinct miR being a different invention.
Cells so obtained, pharmaceutical composition and method of
treatment. Method of screening miR.

253-301. claims: 14, 15, 50(all partially)

Method of differentiating MSC into motor neurons by
down-regulating, respectively, (253) miR-372, (254) miR-373,
(255) miR-942, (256) miR-2113, (257) miR-199%a-3p, (258)
miR-199a-5p, (259) miR-301a-3p., (260) miR-362c, (261)
miR-30b-5p, (262) miR-36c, (263) miR-326, (264) miR-328,
(265) miR-331-3p, (266) miR-340, (267) miR-345, (268)
miR-361-5p, (269) miR-363, (270) miR-365a-3p, (271)
miR-371a-3p, (272) miR-373-3p, (273) miR-374a, (274)
miR-423-3p, (275) miR-449b-5p, (276) miR-45la, (277)
miR-494, (278) miR-504, (279) miR-515-3p, (280) miR-516a-3p,
(281) miR-519e, (282) miR-520a-3p, (283) miR-520¢c-3p, (284)
miR-520g, (285) miR-532-5p, (286) miR-559, (287) miR-562,
(288) miR-572, (289) miR-590-5p, (290) miR-605, (291)
miR-608, (292) miR-626, (293) miR-639, (294) miR-654-3p,
(295) miR-657, (296) miR-661, (297) miR-708-5p, (298)
miR-942, (299) miR-96, (300) miR-9%arno or (301) miR-194 as
recited in claim 14, each distinct miR being a different
invention.

Cells so obtained (claim 50: inventions 253-258 only).

302. claims: l6(completely); 19, 31, 32, 35, 36, 40, 41, 45,
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47 (partially)

Method of differentiating neural stem cells into motor
neurons by up-regulating each of miR-let-7a, miR-124,
miR-368 and miR-154; cells so obtained, pharmaceutical
composition and method of treatment.

303. claims: 17(completely); 19, 31, 32, 35, 36, 40, 41, 45,
47 (partially)

Method of differentiating neural stem cells intc motor
neurons by up-regulating each of miR- 125a, miR-9 and
miR-130a; cells so cbtained, pharmaceutical composition and
method of treatment.

304. claims: 18(completely); 19, 31, 32, 35, 36, 40, 41, 45,
47 (partially)

Method of differentiating neural stem cells intc motor
neurons by up-regulating each of miR-218, miR-134 and
miR-20a; cells so obtained, pharmaceutical compesition and
method of treatment.
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