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Provided herein are methods of treating or delaying the onset of Duchenne muscular
dystrophy using modified antisense oligonucleotides.
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[ Z5EHEREHE ]

[ 3 HAR ] JaR R LA R BIE 2 7k

[ #0405 458 ] METHOD OF TREATING DUCHENNE MUSCULAR
DYSTROPHY

[ Feffreri ]

[0001] ASCHRALEHAH B LA R ERE(DMD)SE B HE (E 2 70k o f5—
EEHHF - ZF AR EA DMD 2 (EisfE R Eaf o B HE -

[ oAkl ]

[0002] [AGEAZHEL(AON)IERR YT 250 Ko B 2 BR PR (AT BRSPS L -
FEREIE ~ RAEMERRE ~ LIIVE BRI LR SR (B RHEE ]I ARE © HoAF Rt 8t
YAz B A Th > S R (HIA04E RNA i H /12 7 1 RNA (%) - 40
o Z SRR B (YN B & Bk BRE h AR E TR i BB RS B 45 & 2 22 ]
(i FH AT BRI - S AHE I | BIRER ET e ETREE i AON HIAFRIE AZH B-ER
ZE [ 51758 mRNA /2 5% 893%(Dominski F Kole PNAS, 1993, 90(18):8673-8677)
H HATEAEHFE 2 i ER E -

[0003] AON ff i &% Hll (A 9 i 1 B EX Hll P4 45 & JiE(Duchenne muscular
dystrophy - DMD) Kz H 52 FR LA S BEAE(Becker muscular dytrophy » BMD) 2 J& 7
TIFEEIZHFE - HEK LA ERE(DMD) K 2 e K ALK B REBMD) iR H
R A EHIALAREIE - DMD (2—fdEgE - Banay s ALRIRIE - B2
12 BRRICHRERE 1% - BEEEEL =T EATENIERE O EE - EfRH—
B2 {5 N T Z BEREREAS L 1R (4T 67%)EREE R (8 7%)5 [ - BT 2.24 Mb AlLA
% e AR 2 BEZEEE(EY 25%)5 L - EEREEHAZEY4EE G - BMD
INMERHLIAZ 65 O AR 28 G L - (B I S oe B i B ReaiE - A oimett
WIRZEREED » WEFERAAFERMHSME R -

>H
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[0004] #2571k - ESLAEPURE AON FFYIEHEE DMD : {5 fx(eteplirsen) »
& iRxr(golodirsen) ~ RPHE AR (casimersen) J SEFLAL#x (viltolarsen) » ZATHT - LESE
SV UCATR - HES B b E IR et —/ Nl 7> DMD &% -

[0005] AL > FHEFZEGH DMD 2574 -

[IANE]

[0006] AR [IGH DMD SIERE K 3F 2 7% » HpgFIEF DMD 2
(RS L (B afh < FAZ T R AT - e —(HEHEDI T » (B8 < FAX B (RS
FAZERE(AON) -

GEEEGH D

[0007]

[ 1 FEoRkERF (£~ AONI MADRE

BB 2 EE A Cofi ~ RRPUBERIL - HFAEE - AR - WERGHL R B a4k 2 AONT V% -
[ 3 FEom AONI1 FE6%% 25 B AL NAHSRLTUSEAT ~ BEREAIL ~ Lo R ARATL) +
FERFFEMER E (GRS NET 51 Bk -

B 4 fE= oo R R PUBRRTL T Z ATLAZESEEE 5 wt%e » IR AONT VG Z /N
LGRSy

& S o AONI J&#7RES hDMD del52(+/H)IEAUAHEA A AR HEER I AE455% 25
PR AERF A 127 -

[ 6 2 AON1 &4 535 hDMD del S2(+/+) AU BRI L M EEER L e R A 52
R 127

[ 7 FEontE QW ~ Q2W B QAW 45851255 14 R(ELIEDEGEE 28 R(Z=LEDAE
HERR B EE AR Ei% T7l% 2 TEG 2 AONI (AON1PS»9.4~18.7 5375

mg/kg) & HY hDMDAS2/mdx /NE8. 20l 5z B PUBERA]L 2 HLAZ s E H R -
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B 8 At QW ~ Q2W B Q4W 454512 14 R(E /L [ED=L 28 R(Z=/LIEDH AONI
PS (9.4 ~ 18.7 8¢ 37.5 mg/kg);&¥% 2 hDMDAS2/mdx /N2 0 gAY NE T 51 Bk
B 9 Eric4s®Es 4 BK 8 A 187 mgkg AONI (13 B QWA 2
hDMDAS52/mdx /N8 < B PUSERAL ~ BERSHIL Lol S R Y SN T 51 BkEE% -
B 10 BoRfE QWxI3W 45%5(% 4 = 8 JHFH AONI (187 mg/ke)a i~
hDMDAS2/mdx /]NE 2l 5z e PUBRAIL P AV AL A ZE S EE =3 -
[ 11 = AON1 JER 2/ N L SRS P RE 1S 47
[ 12 = AON1 PS Fz AON2 (fi 5'-TEG A:[E] 2 AONDE AJFFARIA + 2
B2E Bb 2P E -
[ 13 7~ AON1 PS Kz AON2 #f AR RARIME T L B 28 C3a L2 -
[ 14 /R AON1 J&%5 39 8 2 NHP £ _5Hf - BERSHIL R Lo BaE & o 2 SN 1
BREE(E B 8) ©

(&) =]
FHBR H A 2R

[0008] AHHEEFEESR 2022 F 5 H 5 HIERK Z REERE HF]HHEERS
63/364260 5% F 2022 £E 12 F 16 H#E2C 7 SB35 255 63/387,733 5%
LT - & FIG IHZ HER R L fm N B LAS [ BB O AASL -
kS

[0009] AHFEEESHER/E "035105W0.xml ;) 2 XML SCAF—fEi e
FPAIF > B FPPIFRAIEDRY 2023 £ 4 H 26 H » R/NR 11,646 firycal - ISIAS
B OHFAASL -
L %

[0010] A&/ {(ERNEMASRIM ZHTRNE - T CER I ZEffE
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[0011]  PRIESSAES > SAIASCRTH ZATA il KR iTsE I BA BEGE
BEIEI i A F R 2 3R - FrA 5] SRS - B HEEZE R 2 AR
VILLE R EERGOFA - BEAL MR A R B ERR - FRIES AR > RAILIA

[0012]  FRIE LTS IAMMTE - SRIBEEIPE " —(a/an) ; & ' #(the)
BIEEEGIA -

[0013]  4ASCRTA » ' {lAS(subject) y (&N - BILIMFLENY) > RLFEASH >
BlanEE -

[0014)  OASCRTA > AVEMEAE LGV SR NENE LSRR AR EE
ey eV R ek ES L AHEE - NI Vst E AR
HEVI R EY) L IGEIR K SIS T AT Ry o AT LMERGT B MBS
LGRS MRS E M AR -

[0015]  4OASCRTA > IR ATERIREURIE < — S REIR S BB B
fir 5 FA T HCE AT A T TR INERE A S 2 S ) AT R EE i > BT

Y% DMD 2 fj#k -
[0016]  AASCRTA > MR E (L GV S G VI E R EWIE LA
iNrTE AT ER AP (LS VB S5 &) L e BB ER EUME R 2 (e U5l - 5w {5k

ABESHY ~ FFASGEETHY -

[0017]  AASCRRHA > BRIESSAEREA - SRS ' & (manage ~ managing K7
management) ; £ AP RFE PRIA R EAL BB A RN BUR IE < (M Ae T e 3%
KB £ FE 52 BRI B E (RS PRISF R AR < 5 R © sZ S ilTeE Bl IS SR ET R Bl
TRIE L BIME ~ 380 fo/ By aai ] - BB (ERS B RIR BURE < ST = o

1L RIRASCRRft 2 J57AHZ AON
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[0018)  AE—(EEHEHIS > FHFASCAR Bt 2 U575+ 2 AON B AR A Z= 45
EHATSE mRNA ZSNET- 51 Z— 803 S B 547 » A —(EE RIS » FIIRASL
At 2 JiEH 2 AON HAFFY 5'-gguaaguucuguccaage-3' (SEQ ID NO: 1) H &
HIEHR - £ —EEEHT » FRASCAT Rt Z AT Z AON EHRFA 5-
gguaaguuc*uguc*c*aage*-3' (SEQIDNO: 2) » ELAf o* & 5-FHELEMETE H. g f2 ¢* (%

LNA#ZF 8L - 0ASCATH - LNA fZH B EA LU ERE
B
L

o}

\O

OH
Hr B RfZzims - H L GBS — i E B o BB R SR (AR EE B

[0019) FESS—EEHHIF » RRASRE AT 2 AON BRI
TEG-5'-gguaaguuc*uguc*c*aage*-3' » Hr c*{% 5-FHELRAIENE - g | c* {4 LNA %
HEE - H TEG (r=L _FAE - 5 —EEAIT - FAIASCAREE A+
Z AON EAF#51| TEG-5'"-gguaaguuc*uguc*c*aage*-3'» Hoit c* % 5-FHELAEmELE -
g o c*{5 LNA B H % » TEG (588 b Be A B ERe s SRl = 2 " BREE - %
HiE s i EESE - HIE LNA #ZH (% 2-OMe ZHBAEA S 18R

TAONI | ) o 25 WO 2022/069511 Al J US 2022/0098586 Al -

I1L. &5 DMD 2> J53%

[0020]  ACCHRfL A% DMD BGER HEHE 2 750k - HfErhmEA DMD
(FRS L (B B <« B T B AGELT - AE— (A E )+ - &E8F <~ B H B R
EZEFE(AON) » {5 —(EFHEWIF » AON HASCAHE R AON « (£ 5 —(HE
Jitif7]§ » AON {5 AONI1 - fE 5 —(EEFafIF - f2ft 7 —HHEH% DMD 2 7% - H
Fa 1 1m B DMD 2 {ERSH L AON1 2T - LSS — BRI+ - f2ft 7 —FEiE
# DMD 1 2 J57% » HFEm R B7H DMD  {ERSH%EL AONI AT -
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[0021) FERLECEFHEHIH - AON{&LL 0.4 mg/kg ~ 0.6 mg/kg ~ 0.8 mg/kg ~ 1.5
mg/kg ~ 3mg/kg ~ 6 mg/kg ~ 9mg/kg ~ 12 mg/kg 5 18 mg/kg Z HIEFLEL o 55—
{EEFHEHIF - AON (REE QW & B - {E 55— (EEF i+ - AON {R&L QWx15~ 16
17~18+19+20~21+22+23-24-25-26~27~28~29~30~31+32-33-34
B¢ 35W B o fESS—(EE ]+ - AON (H4E QWx24W B¢ QWx25W 551 « {155
—{EE G+ - AON (H4E QWx25W LBl o 55— EF I+ » AON (R4
QWx24W L1 o

[0022) FERLELEFHHIH - AONI1{4LL 0.4mg/kg ~ 0.6 mg/kg ~ 0.8 mg/kg ~ 1.5
mg/kg ~ 3mg/kg - 6 mg/kg ~ 9mg/kg ~ 12 mg/kg B¢ 18 mg/kg 2 HEEHL » {E55—
{EEFHEHIF > AONT ALE QW 1&EL o 55— {EEHEFIH - AONI {H&E QWxI1S5
1617 ~18~19+20+21+22+23+24+-25+26~27-28+29~30~31+32~33~
34 27 35W I HL o {5 —(EEEHI - AONI {54% QWx24W B¢ QWx25W 5B -
S —(EE A - AONT fALE QWx25W 181 « fE55—(EEF I+ - AONI 1%
K QWx24W FE o

[0023] {EE—{EEHAIF - AONI (%4 6 mg/kg QWx25W B - {155 —(fF
B - AONI {544% 18 mg/kg QWx25W F& it -

[0024)] fES—(EERHIF REL 7 —1Ea% DMD 2 J7% HFEH L 6 mg/kg
QWx24W F&E1 AON1 5T < fE S — BB+ - #2ft 7 —faH DMD 275
% HFEMLEL 18 mg/kg QWx24W 4Bl AON1 AHET » fESS—(EE ]+ - Fft
T —TEAEE DMD #(E 2 5k - HFEM LA 6 mg/kg QWx24W FEL AONT 2R HEST
ES—EEPIH - R T —fEEE DMD #{E 2 )57k » HFEMLL 18 mg/kg
QWx24W #-Ei AON1 K HEST o

[0025]  fEHELEhREIF - BUAR DMD BGER HEE 2 A VAL - AL
FTREE T AE A B REER - AL — B A » ARt~ AR SRR A
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(EafE VIR R b B L - AE S — B o - AR At~ 7 AR
FRIp A R e PR R e AL A e B ER R [ AR B b B b - A S — (B He B - A0A A
BIYReR AP RIS o R N AR AL 2 AR B PR £k DMD
T AL S —EE G - AR AN TR EE R EE - (E 55—
(EE P - ASCAR AL A I T NS A4S E AT mRNA JMET 51
BkE - (E S —(EEHAIF - Z% )7 7ERES T DMD ~ —BZEER o

[0026]  {EFIASCARAL . AON FH(FAS ~ DMD  — B & fEiE R =] LARE
AT DA AR E ARG © R EITEZ IS IR - ALASRE 2 0% - BEE MW
=~ B EURERTIORG R 2 O ~ TR TSR 2 O ~ TR PUAR A BT F CRF ]
I ~ BBETUIREF AR 2 DS ~ ATDDRE 2 O ~ Dl RE 2 B - AT EE 2
Z o LS E S B GIVRILEREETAN - BREShEh o &F —H%
BitgE &M 282 TMEAM IS B & T BRI AR AL AON
ELRES T {E#G < DMD & —BCARIER - £ — (BB G - s[RI Z e &
HEETEE FEE BB 40 Hodgetts % A Neuromuscular Disorders 2006,
16: 591-602 Hrff « B¢ » W] ARG E RN ASRAETIRE - SEBRM: R/ E 2 I
ZAREHE DMD 2 — B SARAER < BES » 55— (@ E A+ - DMD BE 2 —5
SIERERE P4 H /82K H DMD E# 2 — e Al mdiie -~ — s s s
FiE - HEERECR O] DU AHRE ~ 4HARKAE TG B 5 B B T -
[0027)  wIDAREH K B BE 2 HUE RS A SRREHE T DL T (el g e 2KET
izl 5 B 2 AILIAMRE . — B2 (R 4R AR « B A ARREEHES 2 REUR ) - BBR
B AHEE - IPRERAICE - BB EY SIS ENE - SALEETIFE /AW
AR ~ SERRME R/ B SR EINGE - IS SRR (s ot S/ B
JER YR < ARAR (AR S M AR BT -
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[0028]  wILAER /D —HELL M@ E KA A SRAELIRE ~ se %M R /BT TS
ZE T MR AL ER e < AT AR - Al Eteitaim T EaE r B
HLASRAEIR AL & AT E IR R B e fL A S te e m el E '~ B ZALA
B EE A M0 - R E & B9 ARAGE IR TR -

[0029] 40 Hodgetts < A (2006)Ff77i » o] DU MR S AR ATLBR 50 - ATLERIE
B < AT AR B R BE —fz. DMD S e Al LB i e A PR
i 5% ~ 10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90%ILFH %% -

(0030 & LRI PR E ) o {58 Vo A e ek T P T L P A B30 < AT (A
MERE(E - 5840 Hodgetts 2 A(2006)FHFTAIL » $840 2 Bl MR AT LR (E SR
Y ke e I 2K i FE 140 2 T AR 5% ~ 10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% ~
80% ~ 90%EE % - FEHEA[E— DMD Bt a B alaTh < B LBk E
&

[0031] 4 AL AL A St e i o A AL A Al B 1S 8 S ME 2 mT (A0
fill > 40 Hodgetts = A\ (/A £)FTAL - F&FH#E— DMD BE 2 6K AT AL ASLEE
A TRk E A 0 -

[0032] fE—(EEHEHI  ASCAHEM.Z AON Bz (RS FR L osets-i-2h ke
MAlAZGEESD - Haes 2/ Dot R (e T EEIAZHES JEE -

(0033 fE—EEREHIT - RSt rEs- oRe N EGE A EiE
eV B IREM LN =S B B L B A0 - S hnLhRe MBI ThRE Ml A 22 45
EH mRNA SR B DR A ZE G E S < A B e e M- iRett
mRNA BCREMEECE DR A Z S E 5 Z OHaa AL - AT T 5%
10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 100% ~ 120% ~ 140% ~

160% ~ 180% ~ 200%5 5 % sk 2/ DItEE & » A00IFEH RT-ErF /0% PCR (mRNA)

(Verheul Z£ A, PLoS ONE 2016, 11(9):e0162467)5k ¢ & 25 5 /E(Beekman 2 A
(C255836PA.docx % 8 E(é&%gﬁ%%)
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PLoS ONE 2014; 9(9): 107494) ~ P55 SEEABCEAE 1 /7 %8 E A (Beekman
F A, PLoS ONE 2018; 13(4): €0195850) 7341 (& 5B (HHIHY - A 55— (EEHEHIF -
GRS ~ 25 E - SR/ B TR AR e VA EILA
ZH5 EHATEE mRNA 2 HNE TR U Ae MBI DUAE M mRNA B getisi-F- 1)
REMERAZRHER L& -

[0034] [FHEEEIAZEGEES nRNAKEEIAZEHEEL 2 EE G
FErH RT B tf PCR (mRNA)BRIEEDL ~ P8 7 RBEEAEAE T T RS E
(Wes) (BB B EAFIEEAZGES mRNA BCREANZHES 2046
=Y 90% ~ 80% ~ 70% ~ 60% ~ 50% ~ 40% ~ 30% ~ 20% ~ 10% ~ 5%BF /D » ff—
(EEHEFIT > ZIaE R - 258 ~ 40480 K/ (E8S T FA4G E A 43805 2 AON
o B A Z 45 E H ATEE mRNA ZSNE T Dhseis R E HlAZ 4 EH mRNA B E
NRZEEEO & - REIAZEEED mRNA 30E HE A0 R UREE
g9(AEF £ R e AN Z 4 EE S AHED) SRS REME A Z4EE B mRNA 2EH
B JRRE NG EE AP REsS e llE E B f/E DGC EHE aYIRE 2
AZMWEES RN ZEEER BHIANZGHES mRNA BEF EHE R
WBEAZERE Z5ER C K lANZEGES - Dhaetis - ohse A NZ i E
H mRNA BGEHE Z A LAEEHIE T LA ZSE S mRNA BCEH — 5
T

[0035] —H7% DMD &t ; haetis-Foise LN ZEwEES - £/0E0
77 DMD JER#CHPR - NI - FHI] DMD ZfEAR 2/ DB SRR - Bl sk
(b2 RE G TR > (LTSN AR - PSRRI 58 /Mg T DMD {FEASH
ARIAE R E A L DRE B F D REMERTLAZ M EE B 2 7KEE -

IV. AR E AT ZBEHEHSY)

C255836PA docx % 9 E(é&%gﬁ;%%)
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[0036] ARt 2 BEHSYISHGRANE L — NS BA R Z
AON K B&8EE2 b7 2 &R ~ MR s AT -

[0037]  AON H]DASEFRBCH & MRV B EEBIR] » HIATER ~ R ~ oK ~ A
FRHRFR B EERG 1% B 2 SRR B R DA R 28 R VTR AR - (o6 P EE T
iR AL Bl AR P A S Pt 2. AON SRFCH EE224H & )2 R0 Ansel
Introduction to Pharmaceutical Dosage Forms, 25tk 1999) -

[0038) fEeHEYIT - KFARURE L — S B EY) s 8282 F [ RE2
FE A SRR E & o AR EHAIT - dHa?) AON ZREARH
AL ERR AR LN ~ FANIBE AT s Z RIR BOR E < — B RBAER K2/
BEEAVE -

[0039] % HEVEHRECANERIERS - & 7 HEicdEEY) KHEESTH
ZALEYI LA ORI B ~ 0 ~ Rl EA T ZUR S FT A (15T
AR IR BRI R AR E - A BASATIR B 2 AON 2 2% R S B sl A
BFERGEILIER A TR A R e 1 B 5 20 2 (R Rl AR A -

[0040]  EAh - AON HJLAfE Ry —BEBEE M oy 48 sRECH Y 40 &) el m] DL
A EMER 8 & - IRE R ER - BRI AR E RS - N e fF R EEEE
RIS o H S ] DARIR SR PR R B R0 2 AR g - an - mT LA
IEIERT  ER B AR E RS ERRCY) - [ S < IR E RS0 BB (MLV) I LA
& AR EEAR A Bl a2 R UMbk A B fo R At e RS B (7:3 EHEL)AIE R - 7RI
AR ZALEYIN A & L BI5EE T < i B 4R BT K(PBS) R 278K - 4%
BRI E 2 R E IR T HT o REFTE AR < B DAL PR B AL &Yy - # Tk
LB » BB B PBS A

[0041] ROEMLEYVEEEEEESE Bz s &fd - HE R HEHE
2 HAsiA BEIER BN NHEaRA R ZIER - JaRAR0URE A LIFEH

o7

C255836PA.docx 55 10 H(ZEBHRBHE)
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FEASCRTE I BRSNS ERE N £ T HIEA AON AR LRt - HA& i H
BTN N EIE - T—SEHAI - AON DUEREEY) 6B ARURRE 2 Hk
et {E— LN FI T > HERE2 BT (2 ZAI0 Olsen D K Jorgensen J T, Front. Oncol.,
2014 7£ 5 H 16 H,4:105, doi: 10.3389/fonC.2014.00105) FH i HEE & E & YIEERT
TE(E RS RS RERG TP LI a R RE e

[0042] EEEHEYIT AON ZRFEGRIEUAREMEEEYIZ UL ~ HE >
KBRS ALY Z BB - 63 T R R E LU AR A B E T
F1.Z HAMRER B0 > BRGA 2 8 e LAGE A ST R LRI BURIE < — B AR E
ik e

[0043] fEFEERHT - BFAXEIEEELEL 0.1 ng/ml 2Ly 50-100
pg/mL 2BV T IERE - AL —(EEHEG T - s oVt E R AT
B4y 0.001 mg £47 2000 mg (b&¥I M E - BRI ERAP - RS
{EFIEHEAI ) 1 mg 2471000 mg - HALFEEFHEMIF - 724 10 249 500
mg LA BRI L8 -

[0044]  AON®IDL—Zf& 8> BCa] DAy e 25 iy NI B DA — e R I PR P Bt o
JEETRAE - RN E KBRS A IR B RR L R B H AT LUE H EXI
AT SR EGE N B 2 Vel E e PG E R MEACE R E - 1R BE K
B /N A] Rela & 4R iR < PR B MR B b - e — D B AR > BT E
(7% - BAEHE HEERBERTE MY EE eyt s N8 2
S AT PER R R > BASC PRI R H R E (for#a iy > A B AR
TR R LS =) HEE B S -

[0045] NI BARUREEE £ — BT A AT AON B ESE2ES |
Rz CBRER 2 S~ SN R ER I B 2 G A A R B R & DU R
BHHSY) - AON USRI IE — RS ARSI EF - LR STHY]

C255836PA.docx 511 H(EBHRBHE)
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ZERFEEN - HEYTE b e L REREUAFEM e 2RI - 4B48 5
ffii ~ 508 ~ PRERR - GEE K - R - RrERRACYILUR GBI A EA
L HAMAZE -

[0046] HeV)FAFEMEEIVRERE  EIEEARINIELRE - 52T - FFk
A~ LA~ RERRA ~ BN~ ELRY - SE A7 SR o

[0047]  FHRRIEALRS ~ FZNEEZ T HEF ZPE TR AR AT BLIE (R R LA N 4H 5T
PRI > SEAESTRIK ~ B/KOBIR - NS ~ AR - Bl R
AR ZREREBCHA S ROEE]  SUMEEYIR > AT R R AR L R
LR > sEPURMER & nobi BR Sl © ZE O - 58 L VU ZFE(EDTA)
ERENR SN LIRER - 1R R bk BEED DU BYERER T A > A0 b
B e - JEAERE U T LUE A F 3 ~ SR B M PR B sl 2 28~ =
— RS AR R E BRI E /R -

[0048]  1f AON RIFHUERFE AR 21T T nILAEFRERE AON 275
7% BB A GIGERIER 2 E EAHY - BEFEREATRIE R LA REE L — A
TafE(DMSO) ~ fif AFREEMRIEL TWEEN® S A RAEIREE S/ KER T -

[0049] A{EREEUAIN AON K > TR EP A LUARER ~ BIFIR ~ FLREGH
% - IS ReEVZIABUARTTZNER - AR FARIREEL 205 AON FRAEia
B SR o 2 R - ORI e LACGE AT B R ~ TR E B R E R B AT
LUBSEERMETE

[0050]  B&ZEsH ¥ LA AT MR R (R R SRR Bt i » sZ I 5640
PR~ B~ R RE AR B RN 2 H 5 E < AON BUHBSEEEE FulhE
7.2 BRTHIKFLIR - BEEEARUEN: AON J HLEEHE DU BE iy A AU S 20 (AR AL SR K
i o AR A > BRI B =\ AT A iy N R B R AR o E
Fisth AR AL A 2 VIR B (T - Z BB E A RUESFRIAFRSR ZTHE
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B BREHLEY) - DU FTREERERE - SR EGaER - BAEEP &0
BFELH O e DL RS R AL 7 SERI SR 8 - BAIKIE P AT LAy 2 (HEh
TS TAE L LR ETY A R B S LB A 25 T AR B EAE [E BRI > DLy B
YA & T A B o 2 (RIS TP = 2 B BRIV ~ SER B SR B mAR 5
i o Rt ZEEFA GBS R ZEEAEE -

[0051]  JRATEUERIERIEIR - FHEBN R~ S EE P RESH A
At A LEYRERE KRG 2 AR - i AB G2 » P
FREIRBEE < U= - FrE R E ~ B0 EiEEE T B2 AR - BiE - K52
(B0 - FRQ-FELE-HEN GRS 2R (ZMGES)) ~ TN ~ L-Bhaie & L-#%
Rl LBE 2 LY~ ROl L36- Ll LNl ~ VIR AR LR LY
a4l LUPRON DEPOT™ (17 Bk- L FERL LB W) K LB S N MR AH . IR BTl
BR) B FE-D~(-)-3- 5B T I - MR S VIR LI%- LB £ %lia B 3L - LTS BRRE 40
B A 100 K - (AR KB R 0 8 2 I 4 - BEEEEEEEYIR
I CREF T REIANY - EMTRE G RREE 37°CK MBS - RIMEEE
VBRI P RE S AR AL o TR P K 2 A IR B SRS DA
HIARRE  fli0 > 3R B ERH SRR - R SR IoR 7T S-S §2 -
AT AR S SRR A - BEMIBIR PR - K &8 - (RS E R
KRR E T G YE BB E IR E -

[0052] WIDAEIEEH 0.005%% 100%:E:E A 2 MR T B k& s
SHER BRI SAR &) - IS S EFEAR - BOTR - MR R ERE R
B PR AT AN B B A LR 1R 2o - AR WA VIR AR I S -a ) -
PINBIRER ~ MM LNEs - TEERT - B A0ERE - TREEES - TS - M
IR LR Y2 T EGAGEITHRERE T AN - a2 HEY ] &H4Y
0.001% 100% &My » FEFEEEEHEAIH » 9 0.185%E&Y 75-95% -
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[0053] J&EME: AON skB&#EEt b alRfz 2 LI reg (b et B iR
HH R ZEH] > PR R RO B B AR — e R -

[0054] dHEVEFBEGHFERFIEE G ZHAMAEYE AON - ARtz
AON B HESEEEE | alpzs2 7 B o] DUA I B EE YA g o R G — B il
FOGR R 2R R B GE N S B IR R B B E 2 S — a4
Bl —EL e B LU BV R TEDS H Y - JEEBRAR > IERAH S BOARER AR R
LBV OB R R
A EETH ~ BRI

(0055  EASCH RN IRERG B - FUEH DU T ~ FLNEGEEIRINEE ST R
R EETR R DU R 20 DURRRE REG A R ~ AP L AT R iiRe 75
IREGEFR Z BRI 2 BRI AR - AL —EFHEM T - MR ABRTECE
RHL T Z R - AL — L EHEOI T - FURARR GO T2 FR - S EEHEE
EIEInzoK ~ BK ~ AATErE ~ HHEKAER - A BEE - AR B EY)
I lER /b EREmhYE - FIarEREIEF B - pH & - BBER - 75
PG B FLA MR - 40 L ~ SR ILALHERS B A HeRs - = JBZHHBE
Fi S BRI - TH ASKNSTRICERFEREI A0 (S 4ERF I E B B /KA A
e S 2 0 ASCHTR I AON g EIRE N A E T - P H BN R L
HEE ~ EHENGR TS - BRI ERE LN - W TRE - R
Be L BREE - RIS ~ BER NG - BETH - BT 0% - B~ 4%-4
B LIGERSLEY) ~ IR~ A R - Wit RIRBREE LR A IE R
R 2SNl SRR R E KM S G N R R TR e BB R e < 7Ke
B~ BIRES ~ SR LG R B /KR 2 T LB ZIGER) - MR )
BEGIANEE 56 ~ MG ~ SI&/WIRERY) ~ JI/NIGEE LB EY) ~ L)%/ ZF
ZIGEESTEY) ~ RS ~ B HER S - RTBE - RIEE LG - BRLE
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ROIGH LB L)Hle < ILBY) ~ R 8 LN% - ZIE RN ~ BER YRR R
LFERE - TEBE - MAEENGHRE - O/ JGIELEY) - J36/ AR IG5
| LG =TT HRBYI R LIl VG R A LIFEETEY) - AON ERERUERARPER|P B
BRI NREE VIR - IEFDRERSE G YT ATE2/E1E AON Z H o tEE EHUA

[0056] &HEV)Z IR EAERAFARIN ~ BT RALNEESEL - ARG
B 7 BUR R et Y < IREUEIR B L (E AT EARIE & L MR F2R Al A
Mz S (BILNAREZR ] > BLFE A7 N ESTHER]) ~ A L IRE R - LR
AT RIS & < SR A MR S R R PR o BT LUFR/K MBI R/K M

iy -
[0057] EFFARAESR > Sny s 6 S A FRER /K elh BE B 4% @188 /K (PBS) K
SRR R IG AR (Pt - L RS RN IR R R EY) B

[0058)  FHRRIRAERG IR 2 B3 4RE2 b al ez 2 SR ELIE /KPR AR ~ FE/KME:
R~ PUAEYIR] - F2H] - GEE - PLaLE - BERERR] « 80 K oo -
AACH ~ ZEEOHIESH K HAREEEE Ea 2 2 YE -

[0059)  /KMEELE  BEHERALINERIR - MIEERR - F2ETEM TS
R~ RS ~ el K FLEE M IR « R KM R R B S A YA
AT ~ ARFH ~ TR ZIROH A A o DA E S EFIRE L
TUMAEYRIA IS BB DR E T o LIRS BT - T F R AR fr el
HER ~ oK ~ SRR - FTER ~ ARSI IR R SRR R S ~ BRUIER
ULk M BACFRRE - F2RI B LI A TENE © SRR AL e B R 1%
IR - A LB BB S8 o BElm e (iR B RN - RS R R AT
PG 17532 FH L B A 2R 8 ~ PP FH AL e 20 R T SIS el - FL (B B A L

Zifis 80 (TWEEN®SO) - p:@fiT < 2 B oM o EiE EDTA - SR EH

)
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INVEFER P CRAMEE 2 288 ~ BB RN R - KR pH 2 S5 1k
o~ BN~ EGRLECALEL -

[0060]  EHEIESEHEENM: AON ZRE > DUEFEIR A E £ PR S 2UE
HRE - VIR R RUAR (ERE EE@ Y < Sl ~ BB RIRObE » QORI o AR -

[0061] EMrHIE 2 IEERGRIM B A L2 ~ /INRECT $T 2525 - 400k
TEET T ER R EEHY > BT AR IR 1 L 2 SRR (AR Y -

[0062]  =RAAMEM > FFARPAY EREIAR A B £ & A EM: AON 2R /KA R B —7E
ARALILTH » H—HEEI e A RER R R LUE LR aH e 2
M AON B ER 7K M BOH PR R R -

[0063] ERHIKEETHNEE RS /H - B > J6FH SR EEHAC A
SHINGRARBT 2B BE /DL 0.1%wiw £4 90%w/w B - FlILnkEiE
1%w/w HJ/E M AON » jEME AON B DAL—3 8 » Bon] PLor et 2 iy VR E L —
TERFEIE PRI - e E TR - ISR & Ko et (R IE A e L sHAR 2 B
H AT DA H E R HIE 5 RGBSR N B EAS YR E R ME 2R S 48 Bt
TE AR REMEEE/N TS 2R 2 (Ffe  FiRi 21t - EE—F
HRER > BN ETRPE (AR > BRI E 7 MR (A 75 2 S S R B R
Aotz N & 2 S HEnmBarsfEaa%e - BASC YT 2 RE R E forE:
MRy - A FAEPRSIESK frel < SRECY) < BuE B E EE

[0064]  AON HJLAfdit (LB & B 20T - BE I AT (B LUEEF
Gy R E M EY BUE A FIBREE - FTS R &) LIV AR 2R E - EFETH
B H AL SV e R s o 2B RRE © A RURE e A R ZE
ik H A LU LBt E -

B. ZREZH

0
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[0065]  ASCHREE T AREZA  HAT LIS EMAR LIS - AR R AR
EPIYAILIL - BN AR B A A B S 5 -
[0066]  FEMFACATIRAL Y AON SRHESHEE |- oTHes. Y BV &0
RIS AR B < AT & T B RS N BRI B B 2
LS T AR 2 - T LA BT e (R IR el L
SURNEE - SR  TORBENE AR - T ~ TR - RERESCH S A o
IRET LU & TR - (IR - e R I B B B 2
LA » AE— BB  pH BT « Bt BT (T IEIAE - 24
(e E R TR BT B TR SR BT TRICY < 0 - ST
5y HEEV IR P ARZ < 5/ A &7 BB B (B (B R 10-1000 mg 5
100-500 me) = 5 Bt 2 (L% « AREZMBITT A Ik - BI04 4°C SR TR
ﬁ o
(00671 FR:ESH FR/K SR MEERI BIHR Bt T PRI ASRAR B S - B
W - 15 mL KU A RELTRAN 150 mg 49 5-35 mg 5047 9-30 mg
2 RBEAAE < EREREUATTE LS o BT DUBASREEE -
C. [
(00681  AIBH R R 4 SHG BT R R G « PRSI DA
R R LRSI - AR UR © BHE OB R A A
B~ R REORI ~ BT A5V SRR R - EOLH - AR R 4
RS £ R B L FE TSR -
[0069] (LA aT LI BRI B R #h local B topical) JEF - SEAILLEHE - 755
RSB 24  ONE F R BT - AR » T HE PR AR SRty
S REPAIEFE « 5 G PR 8 KR 6 L7 4 e BB SRR P » =
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R AFE  JR] LI A B E B &) 2 Sa R e B M B 8252 B 7
IR Z S E -

[0070]  REZAIR - Reilfa B IRR R Z SR - v A HIRCR &
HEEREZ 0.01%-10%F 251K - pHEY 5-7 -

D. FFEEREESY)

(00711 ASCAHEftZ AON B DUHE FR{ZERIFERUT A BB T 2 2l
ZIRRESEALSL - HVEIEEARR CUT SR AT 2 RFE A - RE S
3,845,770 5% ; 5 3,916,899 5% : & 3,536,809 9% 5 & 3,598,123 5% ; R EFHFE
4,008,719 5% ~ 55 5,674,533 5% ~ 5 5,059,595 5% ~ 5 5,591,767 5% ~ 5 5,120,548
5555 5,073,543 5856 5,639,476 5% 55 5,354,556 555 5,639,480 &5 5,733,566
5555 5,739,108 5% 56 5,891,474 5% 55 5,922,356 5555 5,972,891 §E 5 5,980,945
5% 55 5,993,855 5% 56 6,045,830 55~ 55 6,087,324 5F 5 6,113,943 5555 6,197,350
5555 6,248,363 5% 5 6,264,970 5855 6,267,981 §E~ 5 6,376,461 §E~ 5 6,419,961
5% - 55 6,589,548 5% ~ 5 6,613,358 5% ~ 5F 6,699,500 SRR & 6,740,634 5% - ZHH
FIE H LSRG ZGFAASL - ATLAE A RCAERIA > DU FE G407 22 FH e e
= - AR GYAEE - 5B - 28 2ELS - DREEAR - WA - BEER -~
ERECELH SR it — BB ML Ry 2 R ISTERCEIEFRIREL > DU AR
BT R R &R - ] AR i B R L IR s 23 LR 2 S A PRI R GRECY)
BFEASCATHE AL RS SRBCY) - AR AR 2B MR -

[0072]  ATAEHRERESE IR FUEEYeR » (EEENIEEHIE
T EY) < LR B AR - A2 — (M EHE B » SR st L HE R R A B 5 B
T2 RS BFEAEN A R Y B e i R NS BUER RS - AL
BHEHIT - ERIRERGEECY) (B R EAEE REEY) SN - R EFA R R IE I {E S
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e < PEA1 > P REREEECY) R A I 2 B A P B A R 1 - B0 &Y 2 i
KZE - HIRIE A2 BRI R (IR B) 2 34 -

[0073]  REBEEHIRBBGRECY &G R I —E & 2 ZEY)CEIE: R 5T
DURRZE i GRS ARB 2 R SR I L Ath & > 29 DU(E RE R A [ B
NHERF AR SERESTENITER « B T ERS N AERZ IE ) KEE - 329 5 A A
HRE . RS RRE S (CE RSN P 2 5 & - AON Z R AT LA
FEHSTERAACHDE - 3% FREREERTRE pH ~ R - B - /KM 42 1
HEALEY) -

[0074]  {ERELEHEFIF - AON RIDAEAAFARNEIE ~ FHAFUBIATE - B
A ~ Fi R R At #8 B 7 A B « A —(E BRI > RTLASEF 2R (2 A, Sefton,
CRC Crit. Ref. Biomed. Eng. 14:201 (1987) ; Buchwald 5 A, Surgery 88:507 (1980) ;
Saudek 2 A, N. Engl. . Med. 321:574 (1989) - {L A —({@EHHIF - TJAHEHES
Yt o 45 X —EETEHIH > PEHIRER 240 0] URE A A B I JRENA L
[EEE 2 5H 8 (S R4 Goodson, Medical Applications of Controlled
Release, 55 2 %, 55 115-138 E{(1984) ¢

[0075]  #£ Langer (Science 249:1527-1533 (1990).> 5Fsh b sTehm T HAN L HIRE
T Z%t « AON H] UG BT ERS NS A E b FlnE AN IGEL HES - THAN
Hle TS ~ WEEECRIY IR AL - W - MEREEE T HER L Rl K
PRI BRI TIE - BE TR BT 06 BLE - 2%-ZBROIGEELEY) -
W - B HER ST - WEIIRIREAEEILRY) - KN BENRIRT 2 ANTEGY)
fE A B 2 BK MR S GE NN IGERTE & H BN SRR K5 - BIRED -
S LGB R SN KR 2 B LW LIRTR) » BN AN E L% B
Wi ~ ZIGINIGBLILTY) - ZIBNIREE ZBEILEY) - IR/ LB ORI - B
B BOHEWRR R T8E - LB L% - BELG  BLBVLBRLE
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B 2BV BN ~ ZIG R ~ SRR AR B L R~ T AR
B BREWEEE - O/ DIGIELEY) - W%/ Ll LGB J06EE =Y
K Il LG LRI - AON ZRRAERE VAR IR0 B i s 18 7 AT 2

BYIRE - RIS H eV Fra Sty < H o tEm EHUA R AR E L
KBRS FFE
E. $E[ERECY)

[0076] ASCAEft 2 AON BKHEEEEEE b al 52 BN u] DUEERBC LSS =)
ACERERS < e 4 - ZRe s a R At I > RIFEAIRE RS - 4L
BR PRSI K 2t - 5T 2 REARRE [ A R R L IR R B IR » ASCEE T
FTA EERRRE [ A AR R &) - B R A ZFRIR MM E B > 2 Rl
EEEFIZE 6,316,652 57 ~ 58 6,274,552 5% ~ 55 6,271,359 5% ~ =F 6,253 872 5% ~ =5
6,139,865 5 ~ 55 6,131,570 5E ~ 55 6,120,751 3£ + 55 6,071,495 5 ~ 25 6,060,082
SR8 6,048,736 55~ 55 6,039,975 5%~ 55 6,004,534 5525 5,985,307 5%~ 2F 5,972,366
5%~ 25 5,900,252 5% ~ 25 5,840,674 5% ~ 58 5,759,542 57 2 25 5,709,874 5k -

[0077)] fE—(EEHGEHI - BERIURE L RA 2 GEUR-ZEYIE &Y ADC )
40 - 40 Hamilton G S, Biologicals, 2015 7£ 9 H, 43(5):318-32 ; Kim E G } Kim
K M, Biomol. Ther. (Seoul), 2015 £ 11 H, 23(6):493-509 ; % Peters C and Brown S,
Biosci. Rep., 2015 £ 6 H 12 H, 35(4) pii: €00225 T » 3% %F VRSB L5H
FEGEAARDL -

[0078) fE—{EEHEHIT - BEEREER - BiERLRES 2 AFERS - It
HERE  AEE RS - N[ S F R B 8RR nlRE2 Z VR - T E AR ] URIEZGE:
AR R RS A o G140 - AEERSERECY o LINEEI SRS 4,522,811
ST AT - S 2 > IR E RPN Z R E(MLY) o] LIRS AL BT A EREZ R O
bk B MR i R Ao FR R SR B2 (7:3 HHEE) AT R - INITASC AR 2 AON i
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2 (P T L B R R R AT /K(PBS) T 5 - W& SN E SRR E AT -
AT A L BRI AR AR EEEE Z (b el > FBMEE LU - HARERR

PBS # -
F. 8%

[0079]  AONGELE&%EEE Fnlpisz 2 BRI &G & DU 2 Blh e EEphRh
ASCFR AL 2 AON B EEEEEE o ppz 288 > HFFIERE ~ TR e S A0

R LRI EURIE L — RTINS » R IR a2 BB Rz e YsHE
BEER ol AR - TR E A SO E R L RIR BRI < — B
TERECENRE
[0080] APt Bl EH IR - FNESEEREEE L A A
PRI B REIRY - 2 ABISEEIHE S 5,323,907 5% - 5 5,052,558 57 K56
5,033,252 5% - BEEERZEMELZ BHIEFREEA R UG REE R AEE
TS NI B8 TEEES - - R AR A AT SRR EC ) K TR T =
KB AEETR o R T AR 2 & TE AON KAH &) 2 SHlCY) -
[0081]  fEFECEEHI » AR 7 B4 - EHFAZERENE A - 5254
LA LS B 2 AON [mI{FAS < 15281 - FEREL T (4 - ATt ~ E4HE
FEA S AT R . AON BB BERE FaThey 2 B - VAR LY e i SREE 7
H o
[0082] frHEEEFMIF - EABEESES 2oL a—HEEA S
At A IR 2 2525 AE ARt AON B HESEEEE oz /4
BB EYIECRTSEEE 2 A o
[0083)  ASCFrfRth s E4H P E—H GG AL AON 2 458 - ISR E
EPIERE AR R ES - MR EsREE - BRI AZS -
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[0084]) At 2 B0 AT —F Erk o I B — B A B R R o 2 B
GRE2 b uTREsz Z IR - 40 - A E YRRy DAVA BB R R I R R 2 RS =
feft > ST E GEEm L FEELs BV R VERR R R R T LA R
UL IREER > s8R A IR ARG T - R EREE | al a2 2 i < B I ELEE
APRFY /KM > BFEEARFOES K USP » SULIUESRIR ~ MHEIRES
R~ ATE SR ~ e & BACSRERIR U FLBR (BB IR SR KRB M
HE - BAEEARNAE - BLREREN RS IR - AiE AR
TR ~ MRAFH ~ TEAH ~ ZW0H ~ B AFE - AR R NEE ORI S -
VIL B —URMRIZ HER0E

[0085]  ASOINRML T EASCATE R Z AON ER AT HIjY)5 7 DMD B H
S Z HAMBBRR L H e BRI A - A2 —EEEPIT - ASONEH 7 #EH
AONT EA A {4760 DMD BUE B H s (F 2 LA AR 2 dH G HBOARY A « 4L
AT ACFrE R AON > 4] AON1 » 404 I ER At &L P28 » 540
QWx24W F& i -

[0086] ACRRH - flosh " 4HE ) EREERZ R —ERAGIM - —2%iE
TEPGE R/ BOEHRR) © 2RI - flosE " 4HE ) LA PR R B RN B E. < (i
AR LEER(BIAD > PP K/ B EHER) L K o SB—FABIA - FAMTEIEGEHE
Bl > SEAASCRTR L AON) T UL [RI{ERSHE 158 i A(BI40 - THIGEIEGEHE
B RI(BIA0 > ZFT S 5788 ~ 15 5388 ~ 30 o358 ~ 45 578 ~ 1 /NEF ~ 2 /1N ~ 40
B ~ 6 /N8 ~ 12 /]NERF ~ 24 /NBE ~ 48 /NBF ~ 72 /N8 ~ 96 /NERE ~ 128 ~ 28 ~ 37
A%~ 53~ 68 ~ 8B 12 8 2 1) ~ [FIRFEZAR(BIA > 1% 5 5788 ~ 15 78
30 43¢5 ~ 45 735 ~ 1 /NBF ~ 2 7NEF ~ 4 NEF ~ 6 /NBRF ~ 12 /NEF ~ 24 /NBEE ~ 48 /NERF
T2 /INRF ~ 96 /NEF ~ 18~ 28 ~ 398 ~ 438 ~ S HE - 628 ~ 8 PHEC 12 )L - AL

TIN5 T =HREA -
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[0087) ADCFTHERZ AON K—BlZAEss M= {E A f B n] DI H
M[EI A [FHE EUATE FIRF R A4 - AR e AR 2 Fr e 1 AR 2 i
PERFRUA TS MHEA S (P10 > 5ZE MRS & ] DA RSB A A1 2 AR < /1
TR S IPAE V68 < RIR BURE ©

[0088] AR R AON ZIGBURTCIHIIF G BOA LRS- {1 55—
{EFHEHIF - ACFriEr . AON HRAEHFIRATEEL - R - RABIESEE R > A
SRR 2 AON fREEFFARN 15 - H 38 A ] DAAREE TR ~ FEEEHS ~ REREA -
FEARIA ~ BOARIN ~ 2B ~ 5T~ HLA - RS ~ 98 - R4 - BRERS ~ AR A
B [2E ~ IR ~ S E TR R/ENEE ~ K2 F - BERGIN - BREIIN ~ BN EL
DASZ TS REROR AT B » AE— (BB - A FriEr s AON 35 RAFE M
[EIHE B EACEL - GIANFEHT IV $EL - A8 55— E e § - AR AON #5
F— TR B 2B > BIanFErh IV 18 - [sE RBFRE s —fE i Bl =% i
{50 I R B

[0089) fE—fEEHEFIF - B JEMERIRLIZY 1 247 1000 mg ~ £ 5 £47 500
mg ~ £ 10 &y 350 mg B¢&Y 50 £&Y 200 mg Z HIE LEFFARA B MeHl HEH
— B AL - 55 MR 2 BASERIEUR AT BASH] IR AR EER
PRI ARAY ~ PRI BB M R PSR » DARCASC TR Bt AON BCHAT A2 & » DA
AT AR (B ([ BG [FI R 1 B AR B 43 2 BRSO NEMER -

[0090) FEASCRTIREE . A RMEEYIF » —si g IEMER B AT 2L
BUASCFTRAE . AON BUHCTAY)—IERER » 55 BN o] PUER R T (HIa0E
HE) SNy F(BlmEpdnt - AeEaEcaE 1) o
[0091)  RoyF/EMER < EHEMAEEARPEMERRKT - #HiE12 - AON
DA BEMR K ZARTURG - BUAR 7y FEM R GAEYI 0+ PR AFAEHIE B E =
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LRV EAEHE -
o RPEEE - K&

FEASCHRIESE —JEMH 2 AON 2 B EHIE AR
» HEFEHIAR K SRP-5051 (Sarepta Therapeutics) °

[0092)] /INoF2ERIERESEHEER - Fla3k o (deflazacort)
[0093) HELASCATHE R AON 4H4G 2 HA B A RS BRI A(FI40 » SRP-
9001 - GALGT2 =; GNT 0004 (Sarepta Therapeutics)) ~ £t [N 45 #&(F] 40 >

CRISPR/CASY (Sarepta Therapeutics)) 5z 4 B & J4(%] 40 - CAP-1002 (Capricor

Therapeutics/Nippon Shinyaku Co. Ltd.)) °

VIII. 4
[0094] DA EGIEESRIHASCATREE o KEFHA > HARFIAHEE 2%
=38
HH1

£ delS2hDMD/mdx /N, FFEEL AON1 2 25

[0095)] ¥ hDMD del52/mdx (+/+)F C57BL/6J BFARI(WT)/ NEE(EE 1 K&y 7

) 5 BIUSE - A T R4S ¢

2\\2 =_/

4 4 /N R B TR B IV IR | Ak | Bl J};%g@
’ e (M/ERA) | YIS (mgkg) | (mLke) =T 75

1 WT 18 Bl | QWx25W 0 8 6 12

2 | del52/mdx 18 Bl | QWx25W 0 8 6 12

3 | del52/mdx 18 AONI | QWx25W 6 8 6 12

4 | del52/mdx 18 AONI | QWx25W 18 8 6 12
[0096)] 6 mg/keg/FE FEFF 0.92 umol/kg/FH|&E(AON1 2 MW {4 6517

g/mol) - 18 mg/kg/H&  HIEFF 2.76 umol/kg/H| &

o (NIt > DAfE#A 25W 45 T

<~ AONI1 48 &4F 6 mg/kg H& /K& 4% 150 mg/kg (23.00 umol/kg) H1E 18 mg/kg

Tl &= 7K T % 450 mg/kg (69.00 pmol/kg) e

[0097]

C255836PA docx

112116381

FEHESE A0202

WTE R ST -
53 T AR R -
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[0098) fii=r » Ml | FEmsaRs AT (b AONI (A ERE - B 2 FEmsd e Lol -
B PUSERL « FTRE - BRATL - BEBSA R EREAR AR AONI Y47 - B 3 &% AONI
TEGIE 25 FHETER ATARAROSER - RERSAL - LB R AER) e p e
HABVESNE T 51 BREE -

[0099) B 4 JE2rs 0 B B POSERL b L U428 11 W% » A7 AONI 2
RS REIS S (CEMELSEM 5 N=16-18 (E:4% » 55 29 )5 10-12 (5 37 1)) - 4t
spELgESE: | 1 CSTBL/GT SUBIREEE » #p<0.05 » ####p<0.0001 ; B Del52/mdx #
FIFFIEL » #p<0.05 » #%#p<0.0005 » **#¥p<0.0001) - AON1 FEFTAHE 25 M 14
L AR R RSy < 4IEE) ROE B S BRI 2% NA Datson 55 A
(2020), NUCLEIC ACID THERAPEUTICS. DOI: 10.1089/nat.2019.0824 -

[0100] B 5 &7 AONI JARERES hDMD delS2(+/ )RR MR Ay R e
FLAEAHE 25 A4 R e 12 8 o SR ARY NG RS T
RS  H/UASTAT, ~ /) S5 e (SRR 2 B A D e - R T - 48 AONTT
SR INE - RS TLE  H D25  Thdf  «

[0101] [ 6 /% AON AHERES hDMD delS52(+-+) AR Be i 0 B Rt
e T S 12 0 o SEAHE NG U B D 200 /D ISEE
5/ 35 i R AR AR ) R DA HEEE T » 48 AONT ARV N DL
ST L/ 35 i (BB AR TR ) R D e T B8 -

B 2
AON1 Z &5

[0102] ZMZERE AONI (EEINAHOHACEH « TECHBRERTARS
BT DRI - ST AR O R ) E > g
B PR R R B B TS AEX) BT (T4 (b - 454 HPLC i tESE % - 1

C255836PA.docx 55 25 H(ZEBHRBHE)
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FizEl AON1 JERRAE IR 25 el BRAnER - Bate ez RIg(bigdt 1 &
P AONL > {E BEIRGHRL - fLBERTEEFH-2045°CF -

[0103] fEEREMfE TEET 2 o piiERn s o (R —TER A
REIHEEY) o AON1 ZEMZH BRI (AL BIRG SR B e pk » FPPI5ekiz » 5
fZE M B 6RE EUIE] - dUBIR AT AR R A A4 SR &5 BEY)Y’E AONI -
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[0104)] FEMEMEARESHER PG aREE AONI ZEZHEE ) - &/
HEEERY  WAEECHEPAEN R s 2 & hlies BE BB R o T A
Ry o B EA A R 2 B S AR AU B R RS il B
e o S ERIERHPE{ 2 BRAERE - EEP BRIRICELT » ZM&IR - B E
Rl kE%E
B | S{REE

[0105)  1EfE R R EIRAREIRGE 2 B —F B - ARG 2 R LR ]
BT  DIEERE YY) 2 UnyLinker™ (R ALl HERE =R HE
(DMT) - {E208% | Z T GETEIRT » LEIE R B SRR G A Z aobsiBiE i s
TELifaiE < 5'-OH ZFk DMT {reg Al - LIAERE 5'-DMT-oft SALEH I
SR 2R ERES

[0106] SHEPER - 5ER " ELREE ) » (GELETER - & T —EEEE

NINEIRRAIF - B 3wy R 5 - AEE B ELENER - Fl LK 2 RER
RVUMEFAE T » B UnyLinker™ (25 1 {E{EER)=L 5'-DMT-off BA% H B #E [n](FTH
B ETEIR) L AR Oree 2 BE AL F AR HE o B N 1Y LG B B e/ LB R 2 BT
E > LRSI 2 DMT fEREFIEAZHBE#En+1] F o SARHSHAE (R B
DMT-TEG-5eb g/t AON1 2 5'liasin TEG A& - i fiEsEai(k -

8 3 |AL/AAL

[0107)  #RIEFTFE EHE(CEE - MHIE (AR BEBE e BE —Be ez b B A& rhif
{EEREUES A - EEZE B n+1] F 2 DMT EFERRALEI(FI4nittne/ 2 5 > 5-
N-( FH AR g B e FR S | B-3H-1,2,4- i e- 51 FE(DD T T) ) 2 58 B A9 20 PEk
e/ 7K eh Z i) - fE i (& — (B fe AON1 BUEHR 2 S(EPER - Pl HAEER
P KB LR E -

HEE 4 b

C255836PA.docx 55 28 H(ZBHEREHE)
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[0108] SEVUFER - fEEf ' NG, - BB EERS LY b B HR A
A (LJ5/2,6- FEDRIE/N-FHEBRIE) Ko i B (LR 2 =8 T RS HE LR L%
B LB EYITERERRIERR » DUER (HEFIRER E L 5'-OH B HEE# ] /£ 1%
ERSIER T Ploa e SE - BERUPREERRY - £2F1 18 {[Ha2fk
i Z SETEERSERIR - Ak e L OReE < B H BRI AE S B S L
52 PBE: ¢ THERIRE

[0109) FEMESFY) 2B HBRHA T L O - fEmE 2
Wi M/ bl s 98 2 B- LA RREE B A PR - HE(TRE - R JfE#
TR ES -

B 3 PEEL - MERRE R B R _ ETE

[0110] fEERBUAE MRFEHHZK JE—ENE - BERHZK/ ZEEE -
RHE & 0F LB SRR NS - Az P R P > iR B iR H RS
SR EVIED WA PRiZ i A OreE A B - K PTSaRaE LA R, > PR EH
HEEZ TR - AR LA -

B 4TEEL - FEERHN S H M ETIRE

(0111] FErbfEiE(E e RaEtHe AONL &K  FUESTH/KEFTE R4S
VIErTIZ0E - AT AON1 /KIEIK -

55 S PEEL - FEHfe T B b SR

[0112] MRIEREVIMREI MR E R JIE&ENRT - REHFEHE T3
HA(AEX)fEAT{E A Source™ 30Q 4liAL -

(0113]  ApAfEri#Em HPLC-UV/MS #1731 - iRIB ISR - BHFR
{r T RS T TR E - R PTEER I G LR R A B E AT
(>85%) R Z YA - #&rf HPLC-UV/MS BRI B sS AL -

5 6 FEEL : MHERHN R H M ETIRE

Imiq

C255836PA.docx 55 29 H(ZEBHERBHE)
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[0114)  FEHREE BB R BIACIES Y AONLIBIR « FIESTFKE

FriSEaayE /208 - BISFTE AONI KA -

£ 7RE - ERVEREA B HE

[0115] %3 0.2 um BOEIEKE 5 6 P 2 BAEARRE AT, > DIEA R

KREEVIVNE o HEZ1% o VPR S EIRE T B /DT 24 /N - DUBSRARE

MPBE S KEE - EEEEEERE OGES R L THT . BEY/E (mp :

%7 265°C (DSC 43fi®) © #7440 HPLC-UV/MS 13F4H R 92-93%) -
HH3

8 50 mg/mL AON1 2 7%

SEARZEUR RS EE Y & a ks iBE

[0116] HREE Y +KEHEEE 8 - /KR 8k K E(EHTHHL

L 80%LEBAVES FK(WED T » A5 C 4hEEE N @R AR (LAF) T

BE o TERRTRIAIRS - TRhD WFL £ R4CE -

[0117] ESEEERZ IR R EEYESER 2 ORI FER—FRE4E - AlE

i LAF T2 C 4% 0.45/0.2 nm BB IE 25 BT B & AR LU D A & -

IR P -~ BURR eSS BE

[0118] [44CHHE: 2 AONI (B 2){E LAF T2 CHIBIEF =00 T P 12—

24 /NI o SPET% > EHAHES . AONT T BRI #E HIBHE B IRAE KL S0%SEENEIR

o DL SR o FETURINETE B B ENAREE] 50 mg/mL 7R > 4% AON1

JBRE o BRI - KOAREL 200 % 1000 rpm EE 20-30 478# o EIEITE

0.45/0.2 um BB IESS BT AR AREIT A Y AE R/ 188 - /£ LAF T2 C4%

BRI T TR R AR ) E R VB

AR I8 RS

C255836PA.docx 55 30 H(HBHERBHE)
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[0119) FEBAEEE/ LR IEIES BEITEA 0.45/0.2 um @85 % AON1 /A&
AT S AT SR RN o] A R MR o B IR I ] - A
L TR RS 2 S ET -

[0120] % AONI HEYEERIE/MEF L 3 mL F200E ~ A 2ViER 2 /s
I =IRE - FIRAF AR E » RS S 50 mg/mL » pH % 7.0 - Fas#E R 4%
1 BRI - HAW A S 2 RmE aYERE (LT BB E RS 2 tnkEl
o NIHEMLT 5.25 L AONIL k.2 4ARY ¢
5.25 LAONI1 B Z4HRK

iy & RE (/L)

AON1 2625 ¢ 50

T KGR 270g 5.135

KGR A 46g 0.883

AN 245¢g 4.676

ST A K qs qs & HAZ R
QS=EE

BHP 4

ErEME B M delS2hDMD/mdx /N EPREYEAL AON1 PS 2 13 35 » W AF458E1% 2 EX
4 FEFTRAG

[0121]  RifEBAEIERIHTT(Charles River, UK)fEE H Fi¥in 1= BioLytix #E{ T
Rl 2 @85t 120 &4li& hDMD del52/mdx+/+ M R MM/ N FYEZITE - A
B5E s Z A hDMD delS52/mdx /N3 B EHTOTA L BEAS © IEST - KA B UL AT
< C5TBL/6J (n=20)/ N (FEET & @ Hr0] (Charles River, Germany)) I {FEF £ AU (WT)
IR o A R AT FER BT [FISHET » /N DA—TE =0 MRt o4l » (1588
/NEA F RS IR —(FERSH T - BRI EGRRE > NILERESE— B
IRFfEaH 7= 52 -

[0122] & B HEV/NEHE I AHER SR E - 2200 IV E5EEEE/
PR 2 5-8 Iy > EIREHGRE Ry 10-60 B -

C255836PA.docx 55 31 H(HEBHERBHE)
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[0123]  FTA{LEY LIRS HE HAGEE 2R HRAC - WL 8mL/kg 7154815
Bl o R AR BB N E A R R TS - B0 > B R 30 g /N
% 240 uL IV ) ¥ 5T o

[0124]  [=/NER& T AONI PS 2 o ERiE—R IV I EG{& 14 RE 28 K
4R BE » AR L 28060 mg/kg Mebunat, Orion Pharma, Finland)ZefE fif e
SN B A LESE o B/ NI OB EE RING W O gaH 4% - FE bR ESR AR
A RIS AT RIS AR S - A B2 K TS 202 A il T
FE-80°CF « #EH &8 7 A AT 82 I i < SN Bk %0 K Al A 2 4R 28 1 7K E -
SR EENAEE 7 K 8 1 o

OIS
TR Rt delS2hDMD/mdx /NEBH#EEL AON1 2 13 3 » WiF4GEE% 4 57 8

BT

[0125] FrA/NEEE—ROQWIEEFARTREZ IV 25 > 15t
=& 13 8 7 BEiRFGERLEEC AONT - Z(F# IV 2B EE NaF = 5-
8 7riE - BIREHIRE Ry 60 B - LW BT ERE » ALl 8 mL/kg 2%
SRR - 5 e H B/ N B A e AR E - B0 > B8R 30 g
/INEFESZ 240 pL IV 2SS -

[0126]  fEsEan&EsRis - 55 85 R(&—2K IV EH1R 4 3¢ 8 H(THIRER 113
RIS 141 K) > FEHOBEEFRIWRIRE - [B/NRAD LR PBS - DUHEHEH
G RPRINK - WERLL TN 4R R 2 AR

[0127]  FASHL  BEAGAIL(R) ~ BLPUSEANL(LAR) 5 56 W (RIS ER 2 — (/MR > 40
RS TUEEA 4R SR B A — (Mg

(0128 . Lfids —F(BEEI& 0 B R L EI R ) - B{EIRE - ATH
(TLEERTRE . 2 x 1/3) ~ BR®) -

C255836PA.docx 5 32 H(ZBHEREHE)
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[0129]  FEHRFAHENR ARE T Z BRI R 2k BRI ER R < BT A 404 - i
BENFK EHAZ 2 ETI#FE-80°CT » EEVIA -

[0130]  FERTAH ZHERGAN ~ BEPUSEAL ~ (Lo R AR ATLAR &k P e TS MR T ki
I o (R S IE el B o RO R 2 e S (RT-ddPCR) AR 5 R #ET T 0 AT
TAE « LU AZETE hDMD ST 51 BB 43k

[0131]  CAZEBEAESNEAT 51F5H/20 uL RIEV/(NIEBE AR MET- 51 5 5H/20
uL RED+ NFRFEBR SN T- 51 5 H/20 uL RKEY))*100

[0132] Bl RIEBkEE st A 2 8 TIR(LLOQYRERRIE /74 « s8R ER
FER 9 o o O R AR PUBERL T Z HLAZE S E KRR AL 10 T - BRSSP RERS
TR AERE 11 57 -

BB 6
[0133] 5T AONI PS k& AON2 ¥ ABi R ABEMIRIUE T e (b2
%5 .

[0134]  FFCHIGEELIEEL 2 A8 MR & 0.7% NaCl 2R EIGR ERUKIER
(PH 6.9-7.1) » HALBLF I A {E R AR I - FEUEE NISUR(AON] PS B¢ AON2)IL
ERRA ARSI 10X BERESESIGE DB ERT - REFTENZ
EEERARERT - #H YL E AR 2R ORFA°C) « (EAAT > JATA M
aeFaICYHE T R & EFREEIREZE /D 30 7788 - M E B E &AL 4°C T F

— RIS R IR ERY - AETFR BRI T AL sk B IR E B AR  AFFE R TH
Bt RERERECY) -
IR

[0135]  MlEAZ&E 1 KH n=3 RIEE BIEAFEEIEE 18 5 L MAS M -
[0136] AR ZSE 2. ZKH n=3 EIERE M AERRC3 ) Z(EREME -

N 555
BRI
C255836PA docx % 33 E(é&%gﬁ;%%)
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[0137] EH—IDERIMIFE - HHRBAERIMREEIOHE RS - HlEmn
— BT (19 vV ZEERIFINETHIE BT o sZEERORFF T HIE A2
ERE > Wbt e frErmieiieEy -

B %

(0138)  JREVIE 37°C2°C T 3022 5388 » ALBAFIE-S0°C T > EE5
R

U

[0139)  AHIFE 2 HEYASHE IR S AL HBZ(AONT PS K AON2){E IR
IV E NS R AR MU T S & e o R EY S B -

Hhrnts

[0140]  #EFIHRF 270 pL HIGUA&EEL 30 pL &E8UE 2 10X HIEmAE 1.5 mL 2%
PIEMERE LR OEE TRGHTHE - —BEUEFTARSY) Rl e fEs
Fl 37°CR2°C/Kn L i & 302 7138 - R RGWIE » MFTAR LS o 12 AL
-80°CE(LAT
R s bV oth

[0141]  #&r ELISA HlZE.Z Bb 7 EY) « RS b A UE B
NTHFEA Bb - (EERRINREEHIEIIE ES 2 Bb KRBT DI B UATE
LKL BT - (EA%FLEIT BbELISA » HirlnHoTH9(H o SR (EFRTRRE
TiFE Bb ZKHE - DUBRRE R e e AR AL F i b A e ©

[0142] &1 ELISA HAIE 2 C3a 7y%EY) « e P LETIE] C3 RrEd
C3a - NIt » C3a VJE[ /B L= R T T 2 E—FREL - C3a Z/KAER
REHE  AREGTEARER - (ERIIMFENIEL IR ES 2 Ca KE
AL E AR DUERZ OB 2 MRS (K2 BT > IR RERELZE

C255836PA.docx 55 34 H(ZEBHERBHE)
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PEE SR &SR 2 ARty (S HEEFLAETT C3aELISA » s HAPH9(E - SAE
WA {EARREE T aFfl C3a Z/K4E - DUgssaZ e ARAE B =S (bR an el Al -

[0143] &R AR 12 f 13 o -

BH7

4hEe, 26 HEENE R EV IS

[0144]  FEWARHIR 138 2 26 B FHENE RERENE(TKMFES - 5 PND
21 % PND 203 £ 4 R—ZGFEHHET IV S 0 (A IR4EENR) ~ 6 ~ 12 5¢ 18
mg/kg AONT 3R [=]EME CD-1 /NE&(20-22/4H(EZE S MENTFE) © 6 (LR » FIfitEEK
FivkE < PRI IR TR » 25-31/4H(TK)  21-27/4H (K 1E))%a 5% - {£ PND 21 J 203

SREERI({E PND 203) ~ 4585(2 0.5 ~ 1~ 3 ~ 8 J¢ 24 /NIFH AONI BRI IR

R M - §HE TEA T 28 iBE - YN - B E (R T8 -
FHEEAT RomPAH (=PND 187 J¢ 281 g 2 3B E®) - =<PND 190 Kz 284 H 2 Fa 2 B
(auditory startle) ; =<PND 193 J% 287 B¥ . B HH/K#K = (Morris water maze)) ~ HEF}
fads ~ BRPRRHEEEER(EE - MR RAEM) ~ RSkt ~ 45 E B8 MAASRE

[0145] ENAFLA BEH > REHRIFEMEA RRE 2 KENOAEL) % 18
mg/kg/B & o {£ PND 21 B » 37| & /KESFISEFER 5280 nmol/L & 11,700
h*nmol/L 7 fx RELHIEE (Con) R 455ETR 0 2 24 /NIF R FE-IERA T4 T HEIE
(AUC24){E © {£ PND 203 B > %78 /KHE 5 BIEHER 5860 nmol/L K 14,600
h*nmol/L 27 Cuuax J& AUCo24{H ©

BH8
NHP 39 BEM: R EY R

[0146]  FErH IV BNE(60 7388 R MR REGAR(EZEHMRE) 5 2/41

0612 &z 18 mg/kg QW (13 AE))455% 0 (R * 0.9% NaCl 154 » USP) »

C255836PA.docx 55 35 H(ZBHERBHE)
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6 ~ 12 2 18 mg/kg QW AONI - 2z 39 38 o {E-R[EAFT BB IR - AR
LT/ TK R E (LT o FHE T AT 280 SR - BRIRiEE - BE - &
YIDHFE ~ MAE AR (BERS AN ~ Lol ~ BE BRI - FFR S B B o < AONT 7K ~
ARAR(HRRZ AL ~ Cafi ~ A —BERANL ~ FFR R B ) o < SMNE TR 1 0 bE - ERPRRE
B (ERRALER - MIREE ~ PRIBOHT ~ IRIBAEER R PRIRAEVIRESEY)) ~ fHRS S {LTEIE
(Bb ~ C3a Jz sC5b-9) ~ HRF} ~ ECG ~ a5 BE EHE KAAMIRIEE -

[0147)  1E36 274 RZGTEIE KL Rt BV MLLEESERT - BT AONI A
22 4HA%H AONI PR AT 2L - ERRATEEEREH 6 mgke/
BEIEHNE] 12 mg/kg/ B S0 fE4AEEPG FR S5 274 K AONI H 6 £ 12 mg/kg/
Bl 2 VIS 2 BEF IR AR B0 - Ll BRRSANL S —BER -

[0148]  #&r1 RT-ddPCR EAaH&E 2 I T Bk - 5% V7 7AEAL 1 ARBkE
DMD(HlAZEHEE B sk A 2 88 K AMET 51 PheE . DMD #Egr Ak 8& 5 Il
SR T INETBEE bR (%) o ST ST BB E T ERE 4.5%% 40.8%E L -
HEREH2 & 18 mgkg/QW)EiMEAIE4H(6 mg/kg/QW) - TRE:FLE 14 -

[0149] JEFEME AONI MHEAMASEZL ; IRFHa& &I  BIBEEUN ; ECG
IR EBGERAEE ¢ B PR EJH - QRS FRAEFE] - QT BifIE QT (QTo)fE ]
BOLRZIEA - HN I EZE 18 mgke/FEZEY) > REUHE] AONT AHEHMEES
PRI ERER (R ER B St ) KHE - A8 B2 18 mg/ke/ B & & I ME - AL FHASOR
PRSEEGTEIS R ERSEF REEEE] AONT AHRIME B EBUNISS RS EEE R E -

[0150]  SRIfE4AEERS R 2 56 194 RECEE 211 X » /1 AONI MHEARYEESLIRRR
TERSE—RAMENE - BB 0 BB 12 B 18 me/ke/TI & - i8I < MR F
BRESEUNIGE FAR DL - EFEEENRD ~ SNEUSEE DL R T sz K/ BPURY < [MIFAE R
TNKHE - BRPOREEZIERERT - fUIE - RAEAMERREAASIER
AREE <~ —&8Y)TF) - 382 FREFRNE/NREBE K 2 R FME RE -
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TEETEISNE SEEIYI R AON] MHRA MBS PR EE S i RIER E ~ BRIRH =
A RERY R ETES ~ LR/ AR TR S M R/ B R R N I MG T - ik = AT
il o SHEVMNRIEEY) < iR E AR AEE/ NEBM/AE - mESM - EX
Fe e B Fe /BT R [EIAH 48~ RE » 73 W RE B RABSR( Lol < B8 7K A ~
M7 R (i) K/ B R R AR TG - ZKREJR AT ge L i iR B/ NERE MBI 5 [E 2 1M
AEOEEREAR o IEEH R HRIEEPILEHE T E IRA—E £ AON
SBEESE TIRE 5 B % 15 (Frazier Toxicol Pathol. 2015 4 1 H:43(1):78-89) ©
NHP ¥ AON SR i JR BT E RS H R4 2 EEEHR - JE
HRRZAH g0 H A8 AON 456 - FEMie&E(LinE 2 iR+ H £
HYB D ERR T RS 2 B REIR £ -

(0151  {ERTAEIE4H (B FEE ) T TEUHENA K aie & (UR TR &Rk
& 2 RIKEE KB A Lo AL R Z @) - RS S (L iR B A4 5512 72
/NN REREATAG AR A /K AR - AL TR EEE A VR LK B 2 #9575 - BRAR EERT/K
FMEL - 7556 113 RKEEFE 204 KX - & FHIE KR SLEIY) < Bb /KA HIRE N T
>200% - HEZAZ W EBY) < RS E (LR EETENE] « 2 1S iR EHMis —20
B H A B/ R R AR 2 RS R BRI - B < IRy 22 52 Al e (R i iR i)
— H BiaRF BRI S (b2 SE TR E (RS 2R - R FAEsT 2 MRt 1 o
#iB AON Bl H HrEH < EAFER AR A E RS L sl B EH
IEEAMRAVERRERME - R AR LA SEZHY AON MERE T
(Henry Int. Inmunopharmacol. 2002;2:1657-66 ; Henry Antisense Drug Technology:
Principles, Strategies, and Applications, 55 2 ii CRC Press: Carlsbad, CA; 2008:327—
63 : Shen J Pharmacol Exp Ther. 2014 4E 12 H:351(3):709-17) -

[0152]  FE&EI>6 mg/kg/BIE st 8 b8P HEUHIE] AONT AH R MEER AR
HEERQUME - 1E95% 5L 18 mg/ke/HIE ~ B » {E4GEEIBERSE 176 R(ALT BN ~ 5
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204 K5 211 K565 216 R 218 K INHEIEHE NG (ALT) Kl MEbk Il (ALP)
SEMEESRERG N - FROFFAC AT DhaE R - SR7 R E S HE & S RIS 5 18 mg/kg/
P& < BV PTG EEMEEESS 176 K~ 55 204 X~ 5 211 K~ 5216 R KEFE 218 K
HEHRERERERESREEINEREES  BRE IEREE) KA
18 mg/kg/FI&E <~ B PAE4AEEIBERSE 211 K ~ 56 216 R F 218 REHREH R
FERSEREIN - Ihoh - HEOKEMIER - EHEEHEIEH 18 mg/ke/HIE &Y+
TESAEERE B S5 211 K~ 55 216 R K56 218 RIREH * FRAEEATELFEE R IR PR
EHH RN SLFF - A= 6 mg/ke/BIE 2 #Y) THESSHEIHEL SR 211 K »
26K FE 28K FE 205K 239K 253K F 260K~ 267 KK
5 274 REQED © IR E 2 RIS EE T O ER A
5 o ALfEL 18 mg/kg/BE L B H - {EAGEEIEEY S 211 K ~ 5 216 RS 218
REER © WBEETLERE ISR 7 BB - FIMUERAEE B0 mg/ke/Hl
EZHP)FAEFE 176 K ~F 204 X5 211 K-8 216 K~ 5F 218 K~ 5225 K
5239 K~ 55 253 K~ 55 260 K~ 5 267 R 274 R/ IMRETELZ FIERIEGE
PERCERR(R - E6h = DHRERH] - £ 18 mg/kg QW i 2 2 g EUHIZ M/ ME
SRR R - (M B R B/ I/ MURYE - EE U SR e
BAERR o ACETEIRRSEEIY) R AREURIE] AONT HEAMESEMIEA -

[0153] FE&A@EPEEL SR 218 RigHl 18 mg/kg/HIE & A & F I K m st B K
sTEISORESEEIY) < B B ER - — &8 < B/NE E R 4R i
/NH SS—EEY) < FHigCR & 4HRE S ER | - 8 B IR (E I HIAHRE - s Z 3830 0
ERAY AONT {EE/IVE T RzdHRfEEL Kupffer AT 2 F8 R « HoAt AONT AHER M2
BRATESEENY) R R R SEEN Y AR 5+ B FE L Wi e sk e o i BR A% 4R
= R s AR T BAZ R R R S A RN 2 A BN o PEER SRR R AE S L T BLAG

SEAERA < 2 B RE R/ BB 27 - HER TIREE(ES - S0 R AT
C255836PA docx % 38 E(%‘?Eﬁéj{%%)
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R ABIARIRATEL - fEATAEWIT - Bl AONI 18 ZAERE < BUHIGE RS
/INE T RZ 4R Fe. Kupffer AT~ U ds Rk i DUBISE AR =0 AURAE %
FHAR AR A B AE M 45 A A B AT DACSCE Y ~ SRR R/ SRS T i M AR B ks
BEVZAE 2 7L - 18 R PCPBIEE>12 my/ke/H & 2 B EE4H 4~ 1854
7 - HENEARACE P BRI E T 2 SRS IR « fWAE 280y - B R
AT EF A > ARSI B0 mg/ke/HIE 2 B B i RS e LR
Mt/ b ~ B EB4RAE(Kupffer cell) i 2 8 22/ D K T GHE Ko/ BURG A BBtk R4S o
Z 22t R LB S D AT o Ak AR 12 B¢ 18
mg/ke/HIE 2 —EFY) 2 BhGE R IEH 18 mg/keg/ B E 2 —EFY) 2 B (4R
BHSE PR IR BTN B M 22 P O e AL R B B 22 b/ e R EVR ARG
R D o

[0154]  1E1%81 AON1 SRR K sitE < R siUie JiiE - B ERPRImELIR
R FREARERER ST 2 B I - REDWIE R RE 2 KENOAEL) T Fyfh 6
mg/ke/FE - IEEIENTEAAEEISEESE 260 X 17,000 nmol/L 2 V5% REUANREE
(Cunax) K2 36,500 h*nmol/L 7 R -HF 4R T EIRE(AUCo.25) ©

g6

B NERREE

[0155]  BEEEERPREER < R RIE A E (BB 10) - DIERZ 2 ML
Bzl o S HM S0 2 BRI R ©

[0156]  EBIAKERRIATE(E D 10)EFE SR 27 6 {E AONI HiE /K4
IV 81> 0.6 mgke ~ 1.5mgke ~ 3 mg/ke ~ 6 me/ke ~ 9 mg/kg B 12 mg/kg

[0157) MK G AEmE GLP 13 BEEEIEFMAZN AONT 2
NOAEL HEERPREFFE(E B 10) 2 HEAATKIE (18 me/kg/B)(EH 13) - Bt RE
TEMEIUE » 18 mg/kg QW Zf% NOAEL 2 NFHE | E(HED) £ 5.8 mg/kg QW «
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AL > FTiE 0.6 mg/kg EEIARIETRME T ANIEL 10 (BLE2HE - RIGLAHTE
Wk < EARBEYIRE - [N B IR E RS S R E R EFBRL Bl R R
R A B i < U < — (R B (3R 2 FRER PR EME 2 EZXCE) (Shen J Pharmacol
Exp Ther. 2014 £ 12 H:351(3):709-17) - NIATEHERD Ry » (R R0 A
AHENEE FEEEA RREMR LA B g 2 A i A {b(Farman
Toxicol Pathol. 2003;31:119-122) -

[0158] EREAEGHE—REGEHERIBMHEEE - it AON1 ZmSE--=REimE

SEAEA s BFR RIS KE T 2 REFETFER/IME - 2BE 25 B2 RIEME T
FHE RS2 I E A B I R ERIRIFA T e Z 2 R EZL 2 MARCIEIN - 4£ 39 H
WH7e R EURE ~ FI 2R BRI SR - BT~ SRR+ < 1A
HIIRERIEAREH 10) -

[0159] #FAMEE me/kg BIE - SeriTs8H/E NHP 5z DMD 5835 7 fE i Uk
s IS B F% T % 7 1 A% 5% 32 {44 (DL (Bosgra Nucleic Acid Ther. 2019;29(6):305-
322) ;s NIt » (R R IR RUR IR PREAER < BRI 8 5 7 < IG5
Rt TILR MR fRFRY L o BN ERIRE SR 2 BRI =S EL - FEFE NHP
PN BREANREEmyke) /ML » Wi T 6~ 9 & 12 mg/kg QW 2 7#E8
A o

[0160] MR EEEIEFGEERE 6 mgkg QW ZIAHE LIRS il
R ERRRVATS RN R B (RS R R & TR & THLAZEYE
EH I RE>BREEEE 10% - DMC BEE 4 BEARRERE 2 Z2mEkh
A TS ARG R A

[0161) FEMEISM-HEEAITEIRN &S50 12 mg/ke/H 2 fr AT - HEALE
FELAfE BMN 351 )% 2 BB R AL - I EA APE Ry 20 2 MR
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G BRSO BRI (R 8) - 26 /NP 1) RN B
JE(RED] 7)) 2 T T 2 B P T B B (B B B B BT A
AERIETRE— 5 -

« £ 39 FRTTSE FEUHEIREIREIM: N o T NOAEL SEREE B 6 me/ke/il -
15 39 IBIRRFFErPIESE 2 B s NOAEL /86 me/ke/ M) sl By (428 - B
>12 mg/kg QW 25/ [ B (D P EigAS /148 S — %0 » ifii NHP EAIBLE
ft B B T 70 78 A A LS 8 B A B9 618G M (Barbour Nephrol Dial
Transplant. 2013 &£ 7 H;28(7):1685-93 ; Shen J Pharmacol Exp Ther. 2014 £ 12
A:351(3):709-17) » PRIt + SCRERE 8 (E FIRE R B el » T AR R
4B « {E 39 IRFIZEPE 18 me/kg QW 4. 2 Sy BLRIE i s g
BB S » 42T S o R B L MU M » B (e e L S
¥ FER AP MR D -

[0162]  EERIEERERDISE  BFME - B ~ MURASE(I MR E) - SEi 25
R SRR ()RR B B E M 8 -

[0163) B mIEtar R B b B T R M R B EE) B iE
SR eI ST « DIRERTIL Y. DUT % R S8 (st - 7E ki
12 5 (Data Monitoring Committee » DMC)i RS BB - IEHEIE - B
SO B SBABEA 2 A+ e S M DR TR -

B 10
575 AONI ERAHERIALRE BEHZ 22 « T2 - BYEHS
FBEE 1R 1/2 SRR

(0164)  ABHREAFREHFHRAIVBIE 6 JORMEIR Y AONI X %22

Rtz - SRR AL P 20 B (DMD) 2 AT 1 » 13 (o — TEBR U FLFT

C255836PA.docx 55 41 H(ZEBHERBHE)

112116381 FEHESE A0202 1123227474-0



202406557

HSEERZ AONI « BRI E Kol B @i M DA IR e 2 MU
SN ER & RIS BE 2 ERSERTE o AT EEE R EH) 3 Ak -

[0165) {EMEFHET 2 RAGENE 13 38 GLP HMAE T » RELHFEIF B E
TKENOAEL)EEHETE £y 18 mg/kg QW 5 (I - B ISR EBLERUT% - NERERL
B EZ(HED) £ 5.8 mg/kg QW « (R » FTEEEIARIE 0.6 mg/kg FRHE T EFE 10
BL2HE 1B I ER R EARR - R RS S RIRE R E R EE
BURL > B ACEAZ TR < JA ) Z —(Shen L, Frazer-Abel A, Reynolds PR A
Mechanistic understanding for the greater sensitivity of monkeys to antisense
oligonucleotide-mediated complement activation compared with humans. J Pharmacol
Exp Ther. 2014 £ 12 F:351(3):709-17) - {2 &£ 2.5 (B FIE M E R — 5 0
FHAMEANE B S A 22 2 RS 2 BT REME » i st FHAT-748 -

[0166]) [AIZB1IEDL 6 (EFHIE/K£(0.6 mg/kg ~ 1.5mg/kg ~ 3mg/kg ~ 6 mg/kg
12 mg/kg K 18 mg/kg) 1 2 ZEFEGEER DI A JAR Sy .2 SeRi 2 2 A Enny il
SEE o (LS DRI E - IREEIE - B RFAE B REFAE 2 Al > BRI
Z B G (DMO) R T L 2 MERETRES © ekt B/ VLB 2 E 2 2
M EFEEE RN AT AN A T (AONETWE ~ St e M
AT R B RS R A FTA AR A

[0167)  IEACEETZAFRUKLHAAZEE QRBEE L2 - M2 M &5
V18 S (PR)KES A 25058 - DARHAH T & S M Ky e — D BR PR BA S5 TR AERR Y
P 5E 1 2 SRR - BHSCREA - LA AIAZEEE D . & Bl - EREEECR B
2 (de Feraudy 25 A Ann Neurol. 2021;89(2):280-292) ; Kl » FLAZLGEE 47
WA EATT SR HTH B RAVAER -

[0168)  HEFfhiMnaE PK RALA G - LUATERIE - AT LALAREE - SMET
BER K AL ZE A 1 2R 2 IR RS
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[0169] fERATHZELE5EH 6 mg/ke ~ 9 mgkg f 12 mg/kg FIE/KE 2 12 48
(BFeH 1A > 55 2 B 57)E 24 HB(EFE 1B ~ 2 & 3)aH& » KAWL 2 AONI
T~ SNE TR R L A= 4E SR KR - DU E A A SR ER R B % < i R A2

=

2
[0170]  phoepkik - SEE A USIEHEIRFERHE B2V 1 £ 2 RIIER
(LTE)WHSE - el ir < B AR B (AP AONT fEi RIS RN ¥ EH DMD 2
S 2 e~ M2~ PK REESE DEA(PD)SUE - DUt RIFF 2 HE
ChRe b > ALTBACEH ERE UERC Z SR ET IR RHEE RS « BRI B 2R > MRS
T AT FEaE T L DB E ST

W
W%

B | Ui
e
« S¥{ AONI {£5E 5 DMD Z 251 LT |» T B S {F/SAB/AES] Z B4 %
H B EKE T Z et K= = e
s weMERE AR S
* ECG 8]
o ol SRz e
K&K
* 35 AONI1 7 m#7 K PRIGEEYIE) J158 k2 |* AON1 [f#E PK
IINEAPa il O AUCo. ~ AUCo-in
O Cmax * Ca
O Tmax ~ CL ~ Vg ~ t12
* AON1 g PK
O Aep-24n » CLr
* 55 13 F(HFAH 1A)ECE 25 H(EF4H 1B ~ 2
K HLAFZ AONILRE
TERME
* 5¥ft AON1 24 DMD Z 2815 HLAH | HLATSY)H 2 AR ZE 45 E 0 R EHAHE
ZAMET 51 phEE KA ZE e E R | 7055 13 ZH(BF4E 1A)SEE 25 FH(EF4H 1B -
- 2 Fo 3 BRARAVEL)
* SMNE T PR RSER R B ISR Z HLA
= S o H {E AN E O X BE(mRNA) 2. RT-
ddPCR)(FH¥FAEE 13 #E(BFEH 1A)SEE 25
FIEELH 1B ~ 2 Je 3)ig 2 BLRMEL)
* FFE%E AON1 7 i 7 fE * L AON1 Hifs
* Tl ZEY4EES IS
* F{H5 AON1 ¥ HiSpE & * NSAA (B 25 s 2 B4R AV E L)
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S Vs
* OMWT (FH¥FHCSS 25 #ls 2 BARAVER (L)
* GHEEZ AONL Z 2887 Bl |« SET AiedR(CBCL)

6MWT » 6 7380 {THIE » AE - A RFEM: AESD FhlEIEZ A RS+ AUC,.
> BRI O BIE AR — (i R <R - Rl 4% T IR © AUCo.ne > HFFE] 0 ZIE
B K ZRFE-HfElA 4 T 2 s - CBCL » SLEfTRfe & CL > JBFRF © Cuax
RARIE  Co > HMATRE - DMD - #ERALINRSESE : ECG > [V E[E ' mRNA -
EENENEZEL - NSAA > A0t ZE T2 5F 5 (NorthStar Ambulatory Assessment)
PK - g, 7752 | RT-ddPCR » g erlg-ROM B 2 o e e © SAE > FEA
BB tn o PR Toa o ZEIRAREZERH Ve o BRI SR
[0171]  AWtFE{aatd 6 (FAEEHIE 2 IV AONI LB EINET 51 Bl
Zf8H DMD 2 2Bty ~ i<z - 888h 152 K 3@ 1R RI £ 1R
SEWTFE © BRI 12 WIRARUR ST © ReTEIER(E - Erbigid(Efesits 2
BB REEITIER - By T TR aER B 2B DR e A L Fre
BEISEK > BLELL T BTSRRI ASRLE -
« (5B HEmEERr e By 4 22 10 3%
« W E R AR S S A S MR T 51 BhEERY DMD Z RS ECE: 2 Al
NZ= e R H 285 5 [ A B HL AR BIE VIR IR 2
« BRI REE B - SE R REESE MBI 1T MR TAE - WAL 8 RVEE I
RIS SE R 10 SRETHRF 25 1T/HE20 G
* HAIA R H Pk - HPRIREA F5 8 H R e a1 i 5
« HANFALREZ DR EHERDGR - feEGa 2D 12 B emE - B
BEbT 7R PV AR —REVEIE/EIE 55 > Pk T EERES L T2 E
A
- BNTRICIE B < Bl = (VIR E B URE

H

C255836PA.docx 5 44 H(ZEBHERBHE)

112116381 FEHESE A0202 1123227474-0



202406557

[0172]  PiERRsEHERIEEEEEDLT ¢
« B 7 BB ESLE - AR EFEV)<THHINE Z 60%
* & HiIFT Bt B R R PR B S
o ENEREERT 3 {18 H NEEREER T 2 DR R L EE (ECHO) » ol
S s E(LVEF)<55%
* {5 F Fridericia J77AIE 2 139 QT FEEA(QTCF)>450 2 - & L EEI(ECG)—
AT
* B BERS /M ET88<150 x 107/L
« FEEARCE 1 XmT 12 BEAMEREFINET 51 BB EETAR » B E(THF
[EIfSE AR BRI A 5% DMD

[0173] FraRi 2 2BERE SRR 3 [ERrdEF 2 1 EF - #5401 (n=6) -
BF4H 2 (n=3)ECEF4H 3 (n=6) - BF4H 1 2BIFHE— 77 BEEAH 1A (n=3) ;e EF4H 1B
(n=3) - fEEF4H 1A (5 1 Eo)H - SEERREZEIORNEE 2 AONI » 52555
B/ 0.6 mgkg ~ 1.5 mg/kg ~ 3 mg/kg &z 6 mglkg > FEIRAE SIS /KA FAET 15
ZEABEREN » BERS LIRS 2 N — (8 S SRR TR 6 mg/kg B2 2 (F T IR E
RIFEIERTEHEZ MBS « fEERE 1A (G 2 8T » 28185802 6 mg/ke
B &~ AONI - BN IRERIRE K] - THIRZ B EALTERE T EEURLY 10%HlAZEYAE
HZRIR - BFeH 1B 2B K12 6 mg/kg QW - BEAH 2 2818 (n=06)/Ri12Z 9 mg/kg
QW - HE#4H 3 2B (n=6)#%2 12 mg/kg QW - SRR EIRERE 40 AT ©

[0174]  DMC &EEFEZ 2 M HR 2 IR e - BIEMRG15 E(DLT)IEAE
B 0.6 mg/kg ~ 1.5 mg/kg ~ 3 mg/kg F 6 mg/kg BHREIER 1 18 2 FHEHH G
(fEPREFE 1A (B 1 E3057)) - BIHR#EH 1A (55 2 &857) ~ 1B ~ 2 )2 3 > DLT f2AE 38 H]
PR IR 2 IE 5 4 HRh - 7R E B R R 5 2 FrA 25
& - IRIBEGERIR AN ZHEMID) » &% a[{H5: 18 L2l
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(01751  #ABEE 1A (5 1 #5)2HE0=3) » Bl 0.6 me/kg MEAEHIEITE
AONI » BB RIS B S 9 - BEAH 1A | 505 20 E BT gt
B ZAAEE - DMC 15 2 BB S 2015 2 T oMk » 1R
B » AT EPAE DUT 21 28BS 1.5 mg/ke (SU357F7E DLT » I
PSR 6 BBEE) - B 1A (5 | B4 2 BB LS 3 BHEZ 1.5 mgke
AON1» {4 DMC 15 4 B & 01% 2 2 2 Mok AL B e R 77 4E DLT
2B TS BIEERE] 3 me/ke(RHEFIE DLT » RIEEAIAT] 6 %28
E) - B 1A (35 | B050) S0 E T G 4 oI hrZaa5E « PR 1A (35 |
H5Y) BB E AT S P 3 me/kg AONT » 2 1% DMC L 6 B E & 20
g AR TIEAE DUT 2 855 TSI 5 ENE 6 my/ke(2tH
P4 DT » BIBEEIEAE] 6 BH1E)  BEL 1A (S | 55 BBUEH R a1
FFRIEZAHE - BEE 1A (5 | 85 SHERICE 7 BHZ 6 mgke
AONI (BL{EHIE) » 2 % DMC $1E5 8 MEE S0 Y 25k
{ERE(E DLT 2185 T EE 6 me/ke 4B 2 94X (SUE (L DLT » 8l
TE55 | 35 BRI AR 6 RBETE) - B 1ACE | S5 2R ERT G{EE
A -
[0176] %5 DLT #4:ArBE 1A 28155 » QIHES4: DLT B8k T
VIBE 3 B0 ARAIRIE FIBRAE 1A (35 1 8150 P T B RN B
PER L -
(01771 5 8 &7 SHH AR 1A 2815 2% 2 85 2Bl 555 6
m/kg QW BB KA B 1 E)ETH - B 1A (55 2 I9) 2 HIH4AHE 6
me/kg QW > FHFEED 9 F - 1EATE 3 BEER 1A SEUE{ES 2 8502 3 6
mg/kg QW TR H = Z28E50E 4 HaTfif% - DMC BEE %S E
K> 2 FEE{E DLT » BIERBTREEA 1B LL 6 mg/kg QW S5 -

\

\

\

[TH]
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[0178] (=A% 1B 2154052 6 mghkg QW > HfRZE/V 9 K - fLFTA 3 &k
1B 2B AESS 2 Hl o HE5Z 3 { 6 mghkg QW HIE HiR{gk —AS P 5ENE
4 FpHE% - DMCREERTA 6 ZEHH | 28E 2 i HZ2EER - BN F
feE3 1 DLT - AR RERH 2 PL 9 mg/kg QW 45 %E -

(01791  HfREFAH 2 215 (n=6) » AONI1 fELL 9 mg/kg QW 4552 » 2815 7 [
IR R 22 /) 9 R AP 6 2EHH 2 2B A7 3 (FHIE DRk — 22 &0
RER 4 TR - DMC RFER Al L £ s > HAEAFEEE 1 DLT > Al
rren CEFAH 3 L 12 mg/kg QW 45%E -

[0180)  SRETHEIE 3 282%E(1n=6) » #LL 12 mg/kg QW fZEE AONI » £

R AEZED IR -
[0181) E(F4AERHTH 2 Al %2 BE&RE DLT » HE#81# MTD » H
TNEHETEDRIEIRY - AERNEER » DMC 0] e g E#m BRI oAiifal - 5

P ERERUZ EHT5T -
[0182]  FEZLMAEMABRFIHNLL L BEERERE R« BRI RE
HEREMERFE AONT ZMATRFRIR PK KALA i o BT 2 B R AL AR BE K
= 13 B(EFH 1A)EER 25 IE(BFAH 1B ~ 2 Je )R EfTAIL S « ALEFAH 3 ZATH
6 2B (12 mg/kg QW)SERRSE 25 H 2 5Pk {& - FFeFlATA BRI ERT B
HHERE(LTE)YFE 2RI E - sZ b FTRBEI AR RT A Se AT 78 BET SR @i/ 2
b1 E 2283 o LTE 5t e R e B R - —BiEEmEH LTE
HFERIRCERD - AT 2B RORIEE] LTE tH5E - SCELh IR e —(EE &
~Z AONI 1% 4 TR 58RI © £ LTE BHZERIBAT - ARiFsei B T4
E G
[0183] frfkig—RSHIELSE 25 HAZRIER - DMC #fEEfE &S
Bt o RPN K DMC 3 - 5t E LTE 5t 2 BIE - H 2 iR E

\

T:“m
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HE e < LTE BIESepiArAsTERIN - A A2 EEE ST - 1ER
WA E R AT et R HAE 205 2 uhRAUGE] IRB/EC ¥ LTE ZHtAE% - 2
B a] LABAYAAE LTE théags « WiFescpksd 2z 550 LTE 2R & —KGh
GHYH « £ LTE HTFEiiE - SEEREZ 12 mg/kg BCAUT I MEE < f e
M~ E&E 2 AONI e

BB 11
REME CD-1/]Ng, AONI1 26 B 72 8Pk

[0184]  &L&EASHEE IV LS EENE CD-1 /NEE(0 K 18 mg/kg HIEH 10
2 15 EAR(EEFMEVITO K2 E 5 A EEFEYIME 13 BREIEEE
ZEESL 4 (BEIEITR) K 19/4H(Z (U8 JE4(TK)))& %2 0 (LA - 0.9%NaCl £ 4T
USP) ~ 6 ~ 125 18 mg/kg AON1 - &R X - SERFERFRE Ry 26 18 © 4155 1 R
=5 176 RALLAEER 0 ((55E(R 2 77 #EIN) ~ 033 ~ 1~ 3~ 8 K 24 /NRFUUERIMUR AT Y
EVoAT - FHELL T 280 SR TR - BRIRRRE - foFE - YN - IRPHe®E - i
POREREECRRIRER(EER ~ MURER R AEIN) ~ KGR - 25B HE RAHGIHES -
G Upagiip- & g ii

(0185]  MAZRFE(EN Coax Sz AUCo24) LUE H PR B RLL B T A B EHIE
HEATIIGAN o £S5 (& 2 AON] 1% - {ElfEM: N P KRB E] 2FE -

[0186] FERTAEREHTHESE 178 KX » M/ NEAAR&SR T AONT Z PR (R
Y - PR ERIE E 6 mg/ky/BIENE HIE] 18 me/ke/HIE Mg -
REIFIEKE L AONT PHRAE  HEFPIRR B © FFR - B0 ~ /O - ERS AT R it
—_HEHL -

[0187]  HINRBEERSEIR 2 #ETT mr R 1 S B W e il s 2 18 mg/kg/Fi &

ZEW)Z EEEGE R A - REUIEIA BEE Z/KENOAEL) AR HERI X 18
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me/kg/HIE > EEIER 5 B4 2R ELES 176 K 37,700 nmol/L & 14,700 h*nmol/L
AP E RN (Cuax) KOS -IS T 43 N HIFR(AUC)20)H -
BH 12

HHRE TR P450 ] KRS

[0188]  FEEL0.1 % 100 uM AONI W5 & AFANF(RUH RS F 575 T~ AONIT ]
CYP B 27877 - #5EHEE TE < [BHHIBORRI2Z baY)EERE 2 AN
M o EHEIE] CYP1A2 22 1Cso {E1% 7.85 uM > [fi ELE#I4] CYP2C8 Bz CYP2C19
< 1Cso{[E1%>100 uM - ZEHFIASE L& &% - ERHIIH CYPIA2 ~ CYP2C8 K
CYP2C19 2 4t 1Cso B4 HIE 0.09 ~ >1.27 F>1.08 uM » HAEHAE 18 mg/ke
RAHIE TR NEEMAE Coax 18 uM = Bz 77 AON1 2 MAFEHLEES @ Hl
PELREEE IR RN G KES  NIILOARHE o AE/EE CYP2B6 -
CYP2C9 ~ CYP2D6 ~ CYP3A4/5(<2'E =2 [ sk i ) < BRG] o B8
CYP Mg~ Bt (kBB < BAZ A RISRER U RE 290 18 NRRFRRAS
BUNE A IR A Be < AL T B CYP By HI&] - A 82 R ERE L AFR
HT4MAE PR HI%](Kazmi Drug Metab Dispos. 2018 4E 8 H:46(8):1066-1074. T]J&

O

&5  https://dmd.aspetjournals.org/content/dmd/46/8/1066 full pdf) » &&/4 HERTE 2 A
FARF AR A 5 B EEARMHERBR M Z HIHIEE - nTRIN S A (E R 2 ERRSN EE
BRI - LU CYP B T A b kB e < A%l < HIR - Z27% AONI IR
H—REER B e < BAZ T BE - (WOt as vl e~ RFERSIN R -

[0189] At » (ER&EL R infE 2 NI AHALEST 7 #E—S 5% - HEH
AON1 F {4 CYPIA2 » CYP2B6 - CYP2C8 ~ CYP2C9 ~ CYP2C19 ~ CYP2D6
CYP3A4/5 ~ E RIS (REMERISIR] - FrAREE CYP 2 ICs0{E>100 pM -
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[0190]  fEEd 100 nM AONI Wi & ~ FFAHRE HEF 5352 CYP B2 8] - #5M
S The < M RO 2B B EYD B E e 2 Al - CYP 3B E 2 JERR I
WEZRIH CYP1A2 ~ CYP2B6 Fr CYP3A4 {rifgf/KAE T2 AON1 554 -

BH 13
AR 13 B AR T2 AON1 Z5F b

[0191]  F&rh IV BE60 7388 [ MR FGAR(EZEHMRE) 5 2/41
0~ 12 & 18 mg/kg QW (4 FEIR1E))4EEE 0 (475 : 0.9% NaCl ;5% » USP) ~ 6
12 57 18 mg/kg QW AONI » 72 13 7 - {E4R85RTE 1 K5 85 REUKAGEE% 0.5 -
1~2~3~68 R 24/ NFUERMBRATNEY AT - WATLEEERT ~ 455518 1~ 3
6 K 24 /NEFUER MU A AR & (Lo - JESE 78 RUTER T 48 BERTR M - SFAE
TUUT28 30 - BRRISE - BE - YN - BT RABMREREL - Lo -
A BRI ~ A S B R 2 AONT 7K ~ SRER(BERSAIL - /LB - A —BAHL - AR

B i) 2 SNE TRk oL ERPRRIREZERR LS - MRS - PRIRIHT ~ R
RAEE KRR AEDIESEY) ~ e S (EFEIEBD ~ C3a K& sC5b-9) ~ BRFf ~ ECG ~ g
BEE AR -

[0192]  #&r1 RT-ddPCR EA&H&E 2 I T Bk - 5% V7 7AEAL 1 ARBkiE
DMD(HILIAZ 4 B iEst A 2 8E R AMET 51 Bhi# 2 DMD g A~ BiE 5 f
ST E T AMNET PR LR (%epkER) - SMET 51 BT SRR 1.7%F] 14.4%24k -
FEE BRI -

[0193] AfGFe < sl 2R E T Arias < Ehd] - & FHE S S
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="VI1_3" fileName="C255836SEQA. xml"
sof twareName="WIPO Sequence" softwareVersion="2.3.0" productionDate="2023-08-
30">
<ApplicantFileReference>035105W0</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63364260</ApplicationNumberText>
<FilingDate>2022-05-05</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh">£ M L EHRH & )3 (£ B )</ ApplicantName>
<ApplicantNameLatin>BioMarin Pharmaceutical Inc.</ApplicantNameLatin>
<InventorName languageCode="zh">% f #7A. B & & </ InventorName>
<{InventorNameLatin>Charles A. O&apos;Neill</InventorNameLatin>
<{InventionTitle languageCode="en">METHOD OF TREATING DUCHENNE MUSCULAR
DYSTROPHY</ InventionTitle>
<InventionTitle languageCode="zh">& 4+ 8 K ALK %k K& 2 F &</ InventionTitle>
<{SequenceTotalQuantity>2</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>18</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 18</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql7">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggtaagttctgtccaage</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>18</INSDSeq_length>
<INSDSeq_mol type>RNA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 18</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>other RNA</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mbc</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
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<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>13</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mbc</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>14</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>mbc</INSDQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>18</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;, 4&apos;-methyleneoxy-b-
methylcytidine</INSDQualifier_value>
<NonEnglishQualifier_value>2&apos;, 4&apos;-% F & & & -5-F £ i
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>11</INSDFeature_location>
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<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>17</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier value>gm</INSDQualifier_ value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>1</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q20">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>2&apos;, 4&apos;—
methyleneoxyguanosine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;, 4&apos;-= F A A X & H#
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>2</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q21">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>2&apos;, 4&apos;—
methyleneoxyguanosine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;, 4&apos;-= F A A X & H#
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>3</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q22">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyluridine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;-0-¥F % f #</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>4</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q23">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
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</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>b</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q24">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>6</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg25">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier value>2&apos;, 4&apos;—
methyleneoxyguanosine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;, 4&apos;-= F A A X & H#
</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>7</INSDFeature_location>
<INSDFeature_quals>
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<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q26">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyluridine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;-0-¥F % f #</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q27">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyluridine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;-0-¥F % f #</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q28">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyluridine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;-0-¥F % f #</NonEnglishQualifier_value>
</INSDQualifier>
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</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>12</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q29">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyluridine</INSDQualifier_value>
<NonEnglishQualifier value>2&apos;-0-¥F % f #</NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>15</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q30">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>modified_base</INSDFeature_key>
<INSDFeature_location>16</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier_name>mod_base</INSDQualifier name>
<INSDQualifier_value>OTHER</INSDQualifier value>
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</INSDQualifier>
<INSDQualifier id="qg3l">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>2&apos;-O-methyladenosine</INSDQualifier value>
<NonEnglishQualifier value>2&apos;-0-F Az #</NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>ggtaagttctgtccaage</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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