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TIDRETHNIE, MNAILDIZEDZEAVDIENTES, HIAIE. NEPA GE
NE+t540DSONITRON, SONOPOREZHMEHDOBE RBHEBARA VWL I ENTE
%,

e, RARBOBERSMEEZNR IS IEHTES, JITHERS
EEEIF. BMEBAIC T O—T2ETTHRALSEBEERA RS L. HBE
DEERRFEHRE L THSREZBERILT 2KBEIET. ARATIE. H
BOBS RRBNHMELZNET LT, AFRPOBZRBHINTEEE A

i

LB
ya)

5
%

an

5o

e, BAHEERSFTHWIERBEREE HIFU) . BITARFICAVWSE
FIRBEEREED. BNFMZRAMTEIET, ARAICAVWS Z EA TR
TH b,

BERBHORM & LTE, REAKE (frequency) $%0.2~10M Hz, #F
F L <I130.5~5M Hz, 5T~ HzDRBETITD T E&ENTE D,

F7-. BHIEE (intensity) &L TIE, 0.1~10 Wemz, #FF L < 140.1~3
Wems, X5ICHFFELLIF0.5~3 WemDEETITI I ENTE S,
BEREEE LTk, NTIWVYRY —LAEREIEZ I &N TRABEET
ZIEE WA, BIZIE10FLLE, FF L <IE30FLAE, FFIC60RPLLE, ZZS
2IENTED, T ERE LTREFICAWD, BIZIE 360FLT. FX
L <IE180FPLLT, $FIC1200 L T2 EBIFB EMNTE S,

EROBAFEE LT, AL SFAEDFHEBICHY L THEERRIE
BOTO—T%2HETBREITTITIIENTE, BOTREVAEETH 5,
BE. YORAFEOHMICH L THZLIBEZITOHE. EFZN>THHIT
T ETHREHMELALIEDZIENTED,

(DMDSEIR D [E17E )

AP TIFE, BERERHN LADEOLESEEOHERICH LT, &3MFEDP
MOBAATEEE RS, ChiICLY., 28071 YHARBBLTWEGHEBOD
M (ApMARR) IS LT, Y NNV EORBRZBEMICOEIEZ &
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[0033]

[0034]

[0035]

DNAREE 785,

Bz, TRREBICIEMT Z M L TEIRCEN 21TV, TIREBICE SRR
ZiTo7ma. TREOBEHE2EK ( LREE ) OBREI TEELRD,

e, ARPATR., ‘REILQ OMEHRSZITO>IETEH. DIDOER%E
BIRICRET 5 2 &N AIREE 0 D,

IHICAREATR, MEZN L2 EDRIC. £50 ‘80" &Hil
BICBEREBENZITO LT, 2HOEROHEBICH T 28K ( 25868
&' ) NEREb,

FRIC, TERAETRPMOEANZIERARETH o7 DEECHERRE OB
(DMDDHEATIC L > TOAREPREZ# %5 SR I HER) ISR LTH, Ih
5OEMAICHEERBHNZ1TO I & COMDAERA AR E 125,

X

LIF, Ref =2 TAFEPLZHRAT 0, AREBOHEITINSITLY
BREINDHDTIEARL,

(BRSHEIT)  PMOREE/NTIL Y RY — L DA
(1) VRY—LORER

HAREB & LT, dipalmitoylphosphatidylcholine (DPPC : HaAHASE!)
K distearoylphosphatidylethanolamine-PEG,q,~0Me (DSPE-PEG,y,~0OMe : H
AHEER) 2fEAER L. FEE AR ADPPC : DSPE-PEG,0,-OMe =94 : 6 (molar
ratio) &3 L DIC, YOBKRIVL V4V TFOELT—FIL:PBS = 1
D1 TDERRISIERR LT,

Ihz70—J8Y=4F—4%— (20kHz) ZAVWTEERLELLE O—
) —INKL =9 —ZRVWTEHRBREZEERL., YRV -4 (PEG-URY
— L) %G,

"Bonk ) RY — LIGREMAEZ1T > 721%. Extruder (Lipex Biomembrane
Inc. )2\ Tpore size 0.2um®Dpoly carbonate membrane% @9 Z & T.
PFRAEHI00~200nmICFAR L=, ZD7&. pore size 0.45um Dcellulose
acetate syringe filterz W T, IRBREZT oLt DZRRICAW,
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[0036]

[0037]

[0038]

[0039]

[0040]

(2) NTNYKRY —LORER

AIECEAR L) RY — 4 (BERE : Tng/nL) 2nL%, =740 7AaN
VEHTDML/NA ZILERICE A L.

INENRABY 5 —4— (42kHz) ZAWTHEBERLIEYT S & T, /N—
A TORVEHEALENTILYRY —LOBEBREFEL -,

(3) PMOREE/NTIL ) RY — L DFHE

BEVKISARE L 7B ESACRHOIRERIIOPMO (ndxv 7 ADT R MO
71 VEGFICHITDITYY V23ICR$ HPM0, GENE TOOLS, LLC, BEE : 10
wg/10ul) %=, NTIVY)RY —L (MBEEEE : 30ug/30ul) ISHRML, —
EREHIRE A 5252 & T, PMOEERI LTIV RY —LEFARLE
o HEAPMOBBENT VY RY —LDEXEEHTIRT,

BB, YEPMOIE, NTILYRY —ADREBBICHAINRTWEDTRRAL,
KEDBICAYRALZIRE (S LARE) T BEHINTWD EHAITH
%,

(HEH1)  PMORBEHE DM

NTIWRY — L (BREEE - 60wg/60ul) ITXF LT, FITCARES L 72PMO
ZRWTHRIMNEA0, 25 50, 100, 150, 200 pmol& A3 £ ICHEML T, &
MEOERLDEPMOEFHENNTIL)RY —LERE L, B, TOMORAEF
Igi&. SARBINICEEHDAEELBRICL TIT> 7%,

ZFLT, ARLEENTILYRY — LI I N/-PMOE %, FACS (Fluore
scence Activated Cell Sorting) FEMTICL YBEL A, HERAMSIIRYT,

FORR, FEEBE60wg/60uLD/NTILY RY —LICx L TPMODFHINE
H*100pmol (AEEEHRE 1mg/mlD/NTILY RY — LIZx L CPMOZRAIET. 67 wmol
) T, AMEBICIGE CTBEIETH D EDRINT,

(EREHN)  RIREHADOHARESIC K ZPMOEA
(1) PMOODEA

BB TR L /PMOREE /N TV ) RY — 4 (PMOE : 10ug) DA%, 5
~6EEMDONdxY TR (YR MOAT 1 —F VR VEREBYVR) ORIRERS (T
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[0041]

[0042]

[0043]

[0044]

ibialis) ICEARWIS (BAIRS) L7,

ZDH%, BEBIC, RIS (TR ICHBERRBATEE (SONITRON 2000,
NEPA GENE, CO, LTD) O FO—7 %Y T, AN SEEREH (Frequency :
IMHz, Duty : 50%, Intensity : 2W/cm?, Time : 60sec.) %{T> 7=,

Z LT, BEERRHNE BERICTCLEESAGLE, £k EBRERE LTE
. FAZEDOPMODHZEmdx¥ D IR E T HUNBEZITVRKRICL TEAT LR, &
. WHEE LT, BEOndxY I A %ZREKRICL TEAB Lk,

(2) nested RT-PCRIAICL 2TV Y Y R F v EY TEHEEmRNADKRH

PMOBE AALIE N 5 2B B R, BT DAEICELY, PMOBAICEL>TY
AhO7 14 mRNAD IV Y 23 (mdx¥ T RATREBEICE>TRA My RNy
ZHBT D) PRAFYEVITINDIUEEZHE N L, BRER6IIRY, (b
IR DOV YRRYEVIEBRIC TES] EBRIBEDH D, )

ZORER. BEONdxY TR (W : K6 L—UN) TRERIYZRO71 ViE
GFICBT2TIVVRAF v EV IR SEBEICELD/N\Y RAREE
NRWDICR LT, PMOBE/ANTILY) RY —L%zi%5 L7<BE (AFH: K6 L
—>1) Tk, YAMA71 VEGFILBTRITIY Y RFy EY THRBEEIC
FEINBIENTIN,

T, TONY REEWE, PMODA %S L-izEe (LbExdsgk : K6 L —

C) &EART, KIBICEMT 52 ENRINT,
(3) REFEXICLEZIZAMOT 1 VREDKRE

Fz. POBALED S2BERBE. BFFA2OAEICEY . PIOBAICE
S>Tmdx ¥ U AFFHEBTHEEINAI R MO 1 VREERB L, BREK
7, 8ILIRY,

ZOHER, BEONdxY IR (HER: K7 (N) TRERIYZR O714 252N
JENFERL TWRVDICR L, PMOEE/NTILYRY — L5 L (K
B K7 (1) TiE. YRAMATA VA VNRVEORBEHNEZICEET ST
ENRINT,

e, VA MAT 4 VI VNIEERRT DEMMOEIE. PODHZIRE
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[0045]

[0046]

[0047]

L7254 (bbEsagk : ©7 (0) &hAT, KBICEMT 2 & mI ik (
B18) .

(Eref2)  TEAEEBA OREIRIE S IC L 2PMOEA

(1) PMODEA

5~6BERDndx~ 7 A D TR EEICIEMmE AR L. FHEFI1 THREL L 7-PMOFE
BANTILYRY — L (PMOE : 50g) DEME, ¥ VIRV T (KDS100, k
dScientific) IC& YW —EMRTARETRMREL YikE (BFEKIES) Lk,
ZDH%, BEBIC, TREVERE (FERE) ICHBEEREBHEE (SONITRON 20
00, NEPA GENE, CO, LTD) 0 7/O—7% YT, AL SEBE KRS (Frequen
cy : TMHz, Duty : 50%, Intensity :2W/cm?, Time : 120sec.) %{T>7=, XX
BEOEAEZRUITT,

Z LT, BEERRHNE BERICTCLEESAGLE, £k EBRERE LTE
. AEDPMODHZmdx~ D RICHEES T HUBEZITVWEKRICLTHEE LKL, £
= WEBRELT, BEONxY Y X EREKICL TEB L,

BB, UTTRFLATRBEEHOEELRIICTY, £k, SBRHO
BERXAREZR0ICTY,

[5&R1]
HI0OTHEHE Hii~13THES
BIAEE 5 (Tivialis) 31 i
PR (Hamstring) 32 2
Z 5857 (Biceps) 33 3
HERESS ( Gastrocnemius) 34 4
(2) nested RT-PCRIRICL DT VYV AF v EY JFEEmRNADKRH

PMOBE AALIE N 5 2B B R, BT DAEICELY, PMOBAICEL>TY
274 mMRNADIZ VY V23R RAF Y EV TINDZMEEBITL 2, fER
A#E11, 121077,

ZDFER. PMODH %15 U728 (LLEXR) SLEXT, PMOREE/NTILY)
RY —L%z185 LB (AFHR) T, TEREERHOLEHICHIE> T,
VZ2MNAT74 VEGFICBIZTIVVRAFYEY THBEEIEEIND
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[0048]

[0049]

[0050]

[0051]

[0052]

ENRINT,

(3) REFEXICLEZIZAMOT 1 VREDKRE

Fz. POBALED S2BERBE. BFFA2OAEICEY . PIOBAICE
S>Tmdx ¥ U AFFHEBTHEEINAI R MO 1 VREERB L, BREK
BICRY, B, YA MOT 4 Y ZREL TWRWEREZRCSTBL/6Y D A D
TEERE IR ERHEME A . Positive control& LTHWE (@E~<o X : K13 (P
)) o

ZOER. BEOndxY TR (R : €13 (N)) OTFEREERHBHTIEIZ S
O74 Y9 RIENFERLTVWARVDICK L, PMOEE/ANTILYRY —b%
1’5 U728 (RFEA: K13 (1)~(4)) Tld., TEEEREHOLEHICHE >
T, YA2MAT74 SR EQRBNRZICOET 2 &EHTRINT,

(=REFI3) D~ DOPMOE A

(1) PMODE A

5~6GIEERDMdx ¥ 7 R (ZFASMEI TS L 7=PMOEE /N TIL 1) RY — L (PMO
£ :500ug) DFR200uLZEFRIRIES L7,

Z0D%. BBIC, D (KE8) ICHEERIRETEE (SONITRON 2000, NEPA G
ENE, CO, LTD) 0 7O—7% 4T, AL SEBERIRE (Frequency : 1MHz,
Duty : 50%, Intensity: 2W/cm?, Time : 60sec.) %{T-o7=, YUXMIEBEDKR%
BE LEBEERNEZRI4ITY,

(2) RERBERICLZVRAMOT 1 VEBEOKRE

PMOE A LB 5 2B E A%, MRFR2OEICEL Y. PMOEAIC L o Tndx
ROZABEBTEEINAZY 28O 1« VERAEKRE L, BRERI5ICR
T, BB, HMIAMOT 4 VERIE L TWRWEERCSTBL/6~ 7 X DIkl
7%, Positive control& LTHWE (BE~YD X : E15 (P)) ,

ZORER, BEOndxY T X (X8 : K15 (N)) . PMODA %1% 5 L7=E (
teExsk - 15 (C)) OOBMEBTIE. Y2 A7 1 VSV RVERREL
TWARWDIIX L, PMOBE/NTILY) RY —L%&85 LB (AFHR : K15 (
() Tid. Y2bO74 2V VRIVBEORBENLOIERY 2 EHNRINT,
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[0053] (EHFEHIT~3DEZ]

i ) PMOREENTILYRY — LGS URNKHRAUICBERLEEZTI &
ICE 2T, EROPMODH %8S LIZGRELART, YR MOT7 4 VORERBRD
AIEICEIETE S EABELMIR DT,

BB, HERVAMOT 4 OFRROEEF. PONBEIIY V23R F v E
VIINMRNADNER I N2 EICRERT 2 2 &EA’AHEINL,

i) PMORBE/NTILY RY — LA%Z#iCEN (£251%5) L. £EOEALIC
BEREZRBHNTHI&ICE>T, ‘B8 B2 'LEHE OFHE#T. X
fO7 4 VRBFEZOETEDIENREBINS,

i) £z, RRIFFERFESENIVETH>ED, "1EDH DOIFRSTEN
BROAEWRI/BEOND I ENRINE,

iv) {EETIEPMOBAALIREETH > “DEE (DFF) ~ IKRHLTH, YR
fO7 4 VHEBREZLOETES &R INT,

[0054] (fZ#r5I1) nested RT-PCR JRICL DTV YV Y X F v EY JFEnRNADKRH

RNORAV2Z2MA7 4 VEEFOIIYV V20T Y V26 LICERET L2280
TS54<v—ty hEBAWTnested RT-PCREITH T &LV, PMOBAICL B
IOV RAFYEY THFEMERERERL

[0055] - total RNAODHIH

B~ A0 SEEEAEUL L. RNAiso Plus (TaKaRa) #MIATHREI X
—MN%&E L7, 2LT, 12,0009, 4C, 59% 0%, EBAEEINL 7=,
EFIC/7O0ORILLEMAREAL. ERTOOME L%, 12,0009, 4C,
159= 0L, EBOKEALUIL 7,
ZhICAY 7O/ —ILEMATIZ 000 g 4C, 1045=D0 L, 75%T% /
—EmMAREL, 7,500 g, 4C, SoEOMEICEBZIET, BMEIE,
B 5N 730 Es A DEPCALIE K ITSAHR L total RNAJEHR E L7, RNADIEREIL, 2
BONMDENEERET D EICLYEH L,

[0056] - cDNA &% (Reverse transcriprion)
Total RNA (1wg) (C. Oligo dT (Invitrogen) 1ml, dNTP mix (Invitrog
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[0057]

[0058]

[0059]

[0060]

en) 1wl, DEPCALIE/K AHNZ Ttotal 10ulE L=, F L T. 656C, 5L
5 ETREMZITVL, BIEICKST 52 & T, RNAD FORIREBERK %
BRE L 7,

xR DRIC, 5XPrime Script (TaKaRa) 4ul, RNase Out inhibitor (Inv
itrogen) 0.5ul, Prime Script (RTase, TaKaRa) 0.5ul, DEPCALIEZK Hul
ZMA. total 20ul& L7, 2L T, 42C, 609 DHMRRISZITVL. 70C,
165> CRTaseZ KIEI H TRISZFLEI ., cDNABRE L7,

- nested PCR

BISCCDNARIR 2L, 10 uM forward primer (Exon20Fo : T4 Y 220 EIC
I NAERANBESCEEH D TSA~v—) Tul, 10uM reverse primer (Ex
on26Ro : TV V26 EICRREI I NACEIIBSOICEEHD TS5 17 —) Tul, Ex
Taq (TaKaRa) 0.125u,Ll, 10XEx Taq buffer 2.5uL, 10mM dNTP Mixture 2
0 L, SHEFREKI6.3T5uLEMA, total 25ule L,

Z LT, 95°C, IMEDREM, ;55C, 19BOF7=—1>J, ;72C,
2BEORERIG. 5 &, 30T A JIiTo7,

RWT, B5hN7-1st PCREW 1wLiZ, 10 uM forward primer (Exon20Fi
P TV V2 EICREI S NAERIBESTICEHDO TS A7 —) Tul, 10uM re
verse primer (Exon26Ri : T4V V26 EICERET I NBIIBSSICEHD TS
A4~<—) Twul, Ex Tag 0.125uL, 10XEx Taq buffer 2.5ul, 10 mM dNTP M
ixture 2.0ul, SREIZREE/K17.375uLE 0. 95C, 1oRBORLTH, ;57C
, N\ PEOT7=—) 2T, ;72C, 2oEORERRIG. ; 22514 V1T

B 5N 7=2nd PCREEMIICH X loading bufferainx. TBEAWAEWTIHERL
267 HO—RT IRV, 100VOEEZEET THO0DEERIKEI L 7=, KED
#. SYBR safe (Invitrogen) & ESHTBEAKICA I EE2E L. TR TH3I09R
$efa 7=, DNAD/NY Rid, UVEREY (Epi-Light UV FA 1100) (& YUHB L7

]

CIHOYVRAFYEVTFEHRROEH
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EECHRH LAPCREEH D/ REREL % Imaged software’e F§UNTHEAT L 72,
TLT TV YAFyEYT (BS) BEEMFIE, BoON//N\Y REEDOHK
EASROA(ICHE>TEH L,
[0061] [#11]

) ESLf=/\RBEOIE
ESgFam®E = . — s (1)
ESLIE-AUEREDE + ESLAWAUFREDE

[0062] [#E#Mif2) HRERBEICLZIZ AT 1 VRROBKM
JAMATAVEVRIEDOHREERVWTRERBZITI I LT, PIOEA
L& > Tndx ¥ D AW THEEI A2 MNO 7 4 VREERE LT,
[0063] ®IEE~Y T AL YPMOEALEMAEUX L. 0.C.T. Compound (Sakura Finetek
Japan)ICEIB L., RS4 71 R LETHERE L%, -80CICTREL
Z D%, FBEEEIS IV ARS Yy NERWTHIRZEK L7z, TBSTICT
%k, —RITHENCL-DYS2 (Novocastra) ZEBCIRFEIKIGI E7/, TBSTA
EWTH%E L. Zk¥ifkAlexa Fluor 546 (MolecularProbes) % 538 T 185
RIGE 7,
TBSTC 5% 1%, VECTASHIELD Hard - Set Mounting Medium with DAPI (74
Ov) THAL., BEEMEE (Axiovert 200 M: Carl Zeiss, KEVENCE: BZ81
00) THEIZIET. YAMATA VI VRIVBEORERERE LTk,

EXRELOF R
[0064] AZEBIODMDSEEERIL, R TIEEMRAEEDRWEEQDMDEE T L
T, BINICERZRET DI L 2AEET D, k. IKE50EBEZKIBICE
WL T, DIDBEDWOLEZALEIEZ & EHEEET 5,
ZhiZEY, xFERIF. EELSFVPRESFICBVWTERTE S I LN
FIhd,
= D&
[0065] 1 : PMOREEINTILYRY — LA
2 : PMO
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[0066]

[0067]

[0068]

21 :
22 :
23 :
24 :
31 :
32:
33:
34 :
35:

20

PEG

NR—=7 )7 OjxibKE
fEE_EE

EERRA 00—
HER
FrEF—2avilEBdVy MR
AR HEIB

~ 7 A TR ER

KR TR

1E M

S URYT
AIREEED (Tibialis)
f&f2 (Hamstring)
—§AfH (Biceps)

BERSFS (Gastrocnemius)

KEEPUSERS (Quadriceps)

PCT/JP2012/061020
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[E5KIR1]

[E5KIR2]

[E53KIR3]

[E5K1R4]

F5RIR5]

[E53K1R6]

B oK D E

TERAD~A)DOHEEEETIEL 7Y /4 ) I —%KREICKH
BIBENTV)RY —LEBYRDELTEELTAY, BD. F
BB ICEBEORETAVWLOND I LERFHET S, T2V XE
MY MO7 4 —REE,

(A1) : BRICL>TAR My FOARNVEETZIRAMOT7 1 VEKRT
DOmRNARTERARICHR LT, R 754V VBB THUZKEREEFIT DIV
YU EIAFYEY TSI ERERNALE SR X E o 8EEAE T DEILTY
A /A dv—,

(A2) IRV VY VYDRT A4y J{RERNESOEHICHT 3
HHWEREINSRDZELT7 ) /A4 ) TV —,

(A3) : EEE15S~50merDEIL T4 /4 1) dIx—,

(B) :RUEBENZ7AY /A ) Iv—%2KREICHEEI LTIV R
Y —L%, GEBAXIEIMERICRS LK, F4»SHEBICES
REBHRT 2 &ICELY, AICHEBOBMRRICRIEZELZ 2 )/ F
I —%5BNETEAIE AL,

BIEET 7V U, TUYU2, 8, 23, 43~46, 50~53DV\TNAT
Hd. FRENEHOH YA MO T 1 —AEE,

AIEE/N TV Y RY — LS, PEG-Y) RY —LADREFIC/A—T )L A Ok
fbkFEHALLEDTHY, BHD, FHRFRE50~500nmDH DT
HD, BERBEIXZ20WVWTNNMIEBHOHY R MO 7 1 —AEE,

HIRESHAMEZN L2 5THD. FRKEI~3DVWTIHIC
REOFHYR MO T 1 —HEE,

RICARRERI DI S & OMBIEOHEB TH 5. BRIBUILHOD
MY MO7 4 —REE,

TERAD~A)DOHEEEETIEL 7Y /4 ) I —%KREICKH
BIBENTV)RY —LEBYRDE LTEBLTARZTav Y
BB YR MOT 1 —BEEE., FTRB)ICKEBOBETAWSZE



WO 2012/153635 22 PCT/JP2012/061020

[E53KIRT7]

[E53KIR8]

[E5KIR9]

[E5K1R10]

ERBET D TaVIVXBHIAMNAT 1 —DRERE,

(A1) : BRICL>TAR My FOARNVEETZIRAMOT7 1 VEKRT
DOmRNARTERARICHR LT, R 754V VBB THUZKEREEFIT DIV
YU EIAFYEY TSI ERERNALE SR X E o 8EEAE T DEILTY
A /A dv—,

(A2) IRV VY VYDRT A4y J{RERNESOEHICHT 3
HHWEREINSRDZELT7 ) /A4 ) TV —,

(A3) : EEE15S~50merDEIL T4 /4 1) dIx—,

(B) :RUEBENZ7AY /A ) Iv—%2KREICHEEI LTIV R
Y —L%, GEBAXIEIMERICRS LK, F4»SHEBICES
REBHRT 2 &ICELY, AICHEBOBMRRICRIEZELZ 2 )/ F
I —%5BNETEAIE AL,

BIEET 7V U, TUYU2, 8, 23, 43~46, 50~53DV\TNAT
HB. FEKRIRCICEHDOHY X O 7 1 —BEAE,

AIEE/N TV Y RY — LS, PEG-Y) RY —LADREFIC/A—T )L A Ok
fbkFEHALLEDTHY, BHD, FHRFRE50~500nmDH DT
H5, FREOIITOWTNNMIEBHDOHY R MO T 1« —BERE,

HIRESHAMEEZN L2 5THD. FRKE~8DWLWT NI
REBOHYRMNOT 4 —BERE,

BIECARAEM DN DEE S & CHPRIED B TH 5. FFKIBITEEEHD
Y2 NA7 14 —BEAE
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[Eg2]
OYQM (Basa
M%M“‘.:
L
O—I;-‘mi\t\
G\I:g :(Base
N
[Eg3]
pre-mRNA Exon 23
i (BEORTSAL0Y)
MEmMRNA

(Exon23M Ay )

AbvFary

SAMATAY FELLL

®BETH
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[Eg4]
i
I
i
12 i
\ 4
2
13
i . %& Wﬁ,s;g %@ %}”
14
[Eg5]
=
&
G pmoal 50 pmol 100 pmat
\Z / 150 pmol
. ; 200 pmot
: i
.;"“%ﬁ.
T 0
T
[Bg6]
N C 1
|Exon 22[Exen 23 Exon 24|
*——] Exon 22]Exon 24[
ESH#ECof-mRNA(CHE T HPCREY
?Tll\\ wﬁﬁil\\ Kﬁﬂﬂ

(R#EZE5) PMOOHEE) (PMOEEH/N\TILIRY—LEE)
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(N)

[Ea8]

1,060

tive fihers

in-posi

ph

[Ea9]
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RGO

6400
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(PMOD# 5 (PMORE®/ 3D JLURY— Lk 5)

(PMOD#Hi%5)

it 2R

A FEH
(PMOEE /TR —LFSE)
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[E10]
(A) (B)

[Eg11]

<«—— Exon 22/23/24
«——— Exon 22/24

(PMOD#H1E5)

| «—— Exon 22/23/24

B — Eon 22/24—1

ESAEC>F=mRNAIZH XY HPCREY

ES L
(PMORBHE/ AT LR — LR E)

[Eg12]
HE IR (PMOD#1R5)
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

L Claims Nos.: 6-10

because they relate to subject matter not required to be searched by this Authority, namely:
Claims 6 to 10 involve “methods for treatment of the human body or animal
body by surgery or therapy”.

2. I:l Claims Nos.:

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

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

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

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

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

4. I:l 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.:

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:l 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.

I:l No protest accompanied the payment of additional search fees.
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