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I. IEICRISEE

1. ROER

6 5 ZE M6 IE (spinal muscular atrophy : SMA) I, survival motor neuron (SMN) ZL/R7'E DR Z
(2&D, FAOES = o — o N, WK B Of Efa2b-bd ., &Y R B &R (5 &)
DI B ThHD, WILOE TR O THRLL WBR T HEET, o /NEOREFHERED +
BRI THH D, SMAIL, FEAEF#, R CTE o mEB R ICL- T, R (A% 0-64H | i/
W) B (AR T-180 H | ST BB R TH) | AL (A% 181 A LI, X xR LTHITH) K IVAL
(AT e~ A VA= AR BE) IS FHEN DY,

SMADFEIE R (T, WA TIZHEL105 A2 7208.56~10.3 A2 % EN TOHEE A IHRIZ105 N 4720
0.5~ 10N EHAESNTND, [HNTIE, /N8 MR E R ISR E S LTI, 455 (2023) 4 E RO
e R (FE %) S AR AT RS 3513955 A THhD

1EIE T R TOSMADIE Bl 1%, Y2 AR5qFEIK TD survival motor neuron(SMN)I &AL F D K e X 1% 2E
IR BAZLDSMNEZ N E DR Z K OIS 2B 8R4 ICB T 5 Ef =2 —rr OB MHICE K
LCW5, SMNLGEAG DI E L, D BEDOSMNY LRI E FEA 0> TV D SMNIE {5+ LFR R D
SMNZBAR T D2 —HH | SMADERIR R B O b B2 FRIK LU THILNTWD, 1B | FEAE IR
HINENEE, Fo, SMNZ U RTEOFEAENDRVNEE | BT EE THD,

ZHNET, SMAORARIAFR E L RGBSR FIE IITEES T, MERATBY | 5 28 4 Bh & OV 41 F
FEIR D T HER I K VR B BLE DT O TE TN, K IRO K EHREAIT 7L L Th, i ®E
BEDRRICIT, MR R E SO K TS EIT LR INCIBICE A7 EERREA G EL, BEZEO
FIEOQOLZ M L, AfF MM AR T DI IEN RO TV,

AL TR IE 1 2mgD A LK S THAXT XA F R AL, Biogen IR L7722 -0-(2- A ¥
VIEFI)T TR AFIIXILATF R (27 -MOE) ASO]THY, HIX L I EEa— RT3 DU REEE
(RNA) IZBIRICHE A T HZ 81280, BMZ U VB DR B A ZALS S BRI O A XL A F
RTHD, SMNZEAG - DmMRNART T AL T RF— B ETHZE T, SMNZE s T O EEAESND
SERRANIEO BN, SMARF OEB) B RE O35 2 RO R E E LKA TV RO
BN R REN TN,

A TP OB 12mg DR K B8 TIX, 5q SMALEBEFHIICZ W S, SMN2E AL F 28 Hae —
BT 5, PIEIEGRFCH A VWNSISMETCORBEZMNRELZI0RB N E I, A TIE, 910
2L 103 BR DO B 58 T L7z 350 K OV R AT % 56 i L 72 43K BR 12 2SS L RSB O B3 O & RE
ikt 5L L. CS3ARER K NCS3BRER 2 L IZFE M STz, ZRHDOFE R NG K TIIAAA T = -
T SRS 201 TAET AT, T3l VR B 3 8 1 7 ZEHEE | 250 hE - 2 B & LT, IS IR 78 KGR A B
FLTzo 2 WT, FITIA TN O SMA B 2 3 A 5f 52 & L 72 CSARRUBR D SR I FE-S & 201749 H
(2L VB DLS D F5 B 1 A ZE A E DN RE - 2 AN IB KGR U, ZhHE - 2 SR s [ 35 Bl 1k A 28 0 ) 1248
Helpol-, BT, BIZFMICZW SN - IERTSMARE 255 L 1L7-232SM201 38 BR D f B2 S,
20224F3 H I ANRE - DR AN IBINAFE S, 2hie - 20 R8T B M i ZE 00 . BRIR P FLIXFE BLL T
DMBRAR TR AN L FEIE DS T I S D 3 Bl i =M E ) ([ B L7p o7, 2024454 A 123 BEME ) ZE /6 e
DLW FEENYET SN T2 ZEIT R, BhRE - 20 S T35 B R ) M E | \CE & p o7z, 708, WS TIk,
Biogen (K [E) &lonis Pharmaceuticals (CK[E) D[R BIFIZLY, 2016412 A 12135 M5 ZEHEAE 1 12
KD BIEMTHE L LT, [SPINRAZA™ | 2SFDAD K B &2 B S LT=,

20259 A | 232SM203F R E DO 1 K N2 BVET — 206, @ H EAY TR SMADIEFRIZ%F
LCREMEE BRI R ARUEEHERL OO, @ HEAL T RSMADTREIZH T 5 EE=— X &=
AREMENHD LA BT TWDEE 2 AL IO & HEN ARSI,



2. HROABRRPHEE
(1) 3 B 1 5 ZEE (SMA) (2K T 2R BB Th 5,

(2)SMN2 mRNAZZ —7 o e T AT o F v ZAA VA XTI FF R (ASO) ¥ T, 52 2R OERETESMNZ
RIEEEIMEY5, (p.57)

(3) <AE U ZH#fi1150mg/28mg >

SMABEIZEB VT,

1) CHOP INTEND# 227 D 25 {b £ 13 50/28mg#E T15.1+1.37, v v F o 7 vy LALE R T —
11.1+2.47, BB EZEELUIZNEN A2 7 1350/28mghE T42.9+2.17, ~vF o 7 U v MMLERE T
16.9£3.47THY | NAAL AT OFE ] 221326. 1 (BRFEAI 2R BEAT S H, 95%F XM :17.94, 34.17,
p<0.0001, Joint rank#R &, 232SM2035 R/ X—FB) THDHZEMBLEEME S GES V-, [RLIERY
SMA] (p.34)

2)302H BIZHBITHX—ATA L NHO A& OFEX)E (R ) 13, HFMSE T+ 1.8 (3.99.45) .
RULMT+1.2/% (2.14/5) TH-72(232SM2037BERX—hC) , (p.54)

<AE T 12mg >

BR T W ST R AE ATSMARF IZB VT,

DFETITEROOHILT, FE L UL A FETOMIM HFIAEIL, A XN D7 HEE TER)p -T2
(232SM20 138k H FE]AE AT ) o [FEE AiTSMA] (p.48)

SMABE 2B\ T,

1) BRI R TAHBICE RICHEE) ~ A /L AN — 2 O E DS A S iz (W RE 1 722 SR AT il 5,
p<0.0001, Fisher® IFffeffe S48 &, CSIBRRER I K& ARATIRE) , (LAY (F2121) SMA] (p.40)

2) BB LK e AU KA B DU R 7 NIRRT L R TAT% K T L7= (Coxtb Bl —RET V)
(RRAER) 72 FRATHE S, p=0.0046, J&Jlllog—rankf® &, CS3BRABRR K& MREMTRE) o [FLIEA (Fi2
%) SMA] (p.41)

3)HEVE I T L X CPE K Hammersmith i B BE LA A7 — L O B At B SR D b ALz (BREERY 7R
FEHTAE S, p=0.0000001, FHA3EHT, CSAFRER e (& ARATHE) , [ IR IZITRISMAT (p.45)

(4) <AV ZYHEES0mg/28mg >
XL LT, FIE K O] B 5- 23 [ #4 1250mgZ % G- L. LAKE4H H OFFE T28mgD #% 5-%
1792880, WTFNDBEB1~39 T TN 545, (p.19)

<AE U THHEE12mg >

X b ELTLEN12me (5mL) Z JEHE 22 HIZ LV BERE N & 532 [ 25% (730 H #5) LLF O BF 1
H IS U TG Ea il ], 7LV R B 5 M E | BRPT IR BLL TORWAER A
(LD IEIE DN TS D 3 B S ZEMEE (O LTI M 09 IZARI DA 3 5%, T Dk 4n A1
LEDKEFRF$ 52470 FLIR B LLAS 0O 3 8 1M i ZE M e 126 L Tl W) 0 1208 12 3[E DA % B4
ZDH%6H HIIEIOMEFF 52175, (p.19)

(5) EAZRRBITEMEL T, AKEEGHE RN BHOONLZEN DD,
TAeEIE RN, S SRR, AR J | MR N, AR L FE BN IR RS S G | R 2R R £ E A A
(BR ., R MR M) (1% 8L 1) THh-o72, (p.86,87)

3¢ mRNAZAE ) &2 5% i = 3K 5

3. HRORAZNFYE
YL



4 BEERICALTAMNYT REREH

W IEE BT A% . H HAANV, BRI

T 368 o PR HEXE D AR T A 55 i

RMP H (M. 6. RMPOMEE | O IE S FR)

BIOYVAY F/METEENELTIE | A CERIEFEF BT EM AT TR 12mg - 28mg - 50mg
RENTNWDEEH O EAE FH O7- DI (TXIL. i #% | OIEZ )

fe i i HEE T AR T A Ji:

PRBRE - oo B I piis

5 RBEUHRURE-ERALOFHBEER
(M ERBEH
< WA e >
ERGVAEHFBEZRED L, MUICEEITHZE (M1 6. RMPOMEL | OIEEBR)

< ATV HEEL2mg >

[E| N COYE BRIE B D3R O TEIRHAVTWAZ EMN D, FR 58 A H ] P i1, 4 E B & G & U7 4 1 i
A ZER T 5T 8D ARFMEHBE O RIFMAEET52L010 RFIOZ MK OH
WZBAT 27 — 22 R HNINEL . ARAI O FEAfE I/ BB A U528,

(2)yRE-ER L OHRER
AL



6. RMPOIBE

XA R SR~ DR GRS
B~ R

- M S

<Atk 2n A ULRNZCIRIE B AA L
T-BE~OFE

*QTHE K

« SUNZE s Dae — 34 LA
LoEFE~DE

- B ERE ~ORE

« RE e i ¢

4

VBT
[ E 2k E Sz A7 ] [HERBAENI 2] [EERA RG]
« K EHE » I 72 e 1] ot R GREICRBTL R EN
- E PR RE R Tazy AL
- PR RE e 75 JREE Ry ME ORI T T 7 A

VDB NRLE MG 2D
78R

« SMNZ2B G 1 LA OB s & D

MHEERICERLCTELLIAE
FEH(RRINELRAE SR
DL DT

AVEICB I DlRE F

RHIE G LIS A ORE, A TH~DEE

« SUNZ&E AL F DOt =331 XUF4LL Lo B E ~0# 5
B NEITULIZRE BT830

IR KE AN E AT T B S BT DA 2k
%200 A BRITRIELIZBE

I BERRCHE S Z M O OIE B

| FEICHSURZ B/ IMEDT-8 DT 8l

A (2 HFHE)
NATVE A= a NRIKR T4 74— v ME

A PEC B9 DA - B O]
At e il A (1 )

I R AR R A VA7 B/ MEET
38 D [ 3K i 70 A R R AR ) & DYRY /MU IE B
BN 0D [ 3K 5t 7 4 M B A T 8 BIDY A e/ ML B

PR G T 1) AR B M (R T
B 1E12mg- 28mg+ 50mg D3 IEfH H D7 12)

FC B3 28 A F 2T 5, Ed SRR E v DAERL EELAT
7o B A5 1 R BT TR B % R A LA iRt (AE T 86
AR E % FAE (AT 5E13:50mg/28mg) 13:50mg/28mg)

FZHEA ONBIZRMPOA L TIRERLITZE N,

ORI HIE MSZATBE N R G R 2R B B oD [2 8 5L 1 R SR X — U TRERB L T2 S

VY,
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I. 2#MICEAI5EE

1. lR5E4
(1) F04
ATV ORI 1 2me
AR T OB E28mg
AR T OB ESOmg
(2)*4

SPINRAZA® Intrathecal injection 12mg
SPINRAZA® Intrathecal injection 28mg
SPINRAZA® Intrathecal injection 50mg

(3) BIMDH K

(1

i

— 4

)M% (A BR)

X LRI A (JAN)

(2) %% (8 4iK)

Nusinersen Sodium (JAN) | nusinersen (INN)

(3) AT L

. —
3. BEAXANIERERX
o o
H,C NH o H,C NH
HO l A H,C b l A
N” ™0 NH N” 0
o - | Py o
o N"o
o R Ny o R NH,
Na*-s-P=0 ":C\ © R O NatSkhs0 N~"SN
o LK ot O o
o N 7O Na*'S—Pé=o 3 | NH oL N P2
\/_\/ NS0
S X NH, o SR NH,
1 oy g—pe N
Na*-5-p=0 </|\N o R NH Na*-5-p=0 /‘\N
2 Loie o P
o N Na s—rr:o 3 | SN o NT°N
o
O R NH, o N/&O O R o0
i
Na S—%:oHsc SN Na 5—T=0H3C oy
o R NH.
s, LA . : oo L
Na*-5-P=0 N~y ;o; y
4
o <N L J
° R o0 o NN o R o
K > 1
H,C
Na*-S-P=0 " Na*-S-P=0 N
NS > ooy
| —
o; NE S0 Na“5-p=0 o NN
O=9x=
> 5
\
Na*-S—P=0

R=0OCH,CH,0CH;

11

T T AA VT X7 LA F K (antisense oligonucleotides) : —rsen



4, DFRXRUHFE
éj\%it . C234H323N61Na17o128P17SI7
4y 8 :7500.89

5 bF 4 (A E)XITEHE

GIES

4

s all-P-ambo-2"— O-(2-AR% L =F )L )-5-AF )L-P-F A7V UL—-(3—5)-2"-0-(2-AhF L = F

)5 AF N =P-FF T F VIV N~(3—=5)-2-O0-Q-AF v =T )N)-P-FF T T =V~ (33—=5)-
20 AF T ZTFN) S AF - P-F AL F VI3 =5")-2"- O-Q-ARF L= F V) -5-AF )L
ST AT DY N3 E) -2 - O-(2- AR L EF )5 AT - P-FATY DY - (352"~ 0
Q- APF T T T N)B5-AFN-P-FF VU N ~(3"—=5")-2"- O-Q-ARF L F )V )-5-AF L -P-F
T FIIN—(3-5)-2-0-Q-AF L = FN)-P-F AT T =U- (37 —=5)-2"-0-2-ArF T =
F ) B5-AF N-P-FF VYN ~(3—5)-2"-O0-Q2-ANF L =F NV )-P-F 47 7 =U/L—(3'—5")-
2 -O-Q- ARV =T N)-P-FHT T ZUN~(3—5)-2" - O-Q2-AF L =F )V )-5-AF V-P-FFD
VU3 —=5)-2"-O0-Q-ANF L =TFN)-P-FF T T =U)- (3 —=5)-2"-0-Q2-ArFT =F L)~
B-AFN=-P-FF L FTIN-(3>5)2-0-Q-AF L ZF N)b-AFN-P-F ATV UL~
(83—=5)-2"-O0-Q- AL =FN)-P-FTF T T =)= (33 —>5)-2-0-Q- AT F /)T T )
-t FRT L (JAN)

Heptadeca sodium salt of

all-P-ambo-2" — O—-(2-methoxyethyl)-5—methyl- ~thiouridylyl-(3’ —5")-2" - O-(2-methoxyethyl)—-
5-methyl-P-thiocytidylyl-(3"—5)-2 " — O-(2-methoxyethyl)- P-thioadenylyl-(3’ —5°)-2" - O-
(2-methoxyethyl)-5—methyl-P-thiocytidylyl-(3’ —5")-2" - O-(2-methoxyethyl)-5—-methyl- -
thiouridylyl-(3’—5’)-2" - O-(2-methoxyethyl)-5—methyl- P-thiouridylyl-(3° —5")-2" - O-(2-
methoxyethyl)-5—methyl-/~thiouridylyl—(3’ —5’)-2" - O-(2—-methoxyethyl)-5—methyl-~thiocytidylyl-
(3°—5")-2" - 0-(2-methoxyethyl)- P-thioadenylyl-(3" —5’)-2" - O-(2-methoxyethyl)-5—methyl-
P-thiouridylyl-(3’ —57)-2" - O-(2-methoxyethyl)— P-thioadenylyl-(3’ —5")-2" - O-(2-methoxyethyl)—
P-thioadenylyl-(3’ —5)-2" - O-(2-methoxyethyl)-5-methyl-~-thiouridylyl-(3" —5°)-2" - O-(2-
methoxyethyl)—-/2thioguanylyl-(3’ —5")-2" - O-(2-methoxyethyl)-5—methyl- ~thiocytidylyl-(3’ —5)-
2’ — O-(2-methoxyethyl)-5-methyl- ~-thiouridylyl-(3’ —5’)-2" - O-(2-methoxyethyl)- Athioguanylyl-
(3°—5)-2" - O-(2-methoxyethyl)guanosine (JAN)

(FRHROELIIMOEXIZ L AFRERT,)

6. ER4A.MNA.BRE.CEES
— KB FR X R F B Y A Nusinersen Sodium [JAN]
BE% 22— N : ISTIS 396443, BITB058

12



II. MRS ICETHER

1. MELEHEER
(D58 - 1R
AT HEA~BEO ITH R THS

(2) BfRH%
YL A iy s
K B R B
FERE 5~ D SRR (pH3) A DR
AR ) — ) RRET TV
7eh FEAETE T2
TH)—)V FEAETE T2
TEh=RIL FEAETR TN
0-F1s8 ) — )L FEAETRT 20
VA=1=5iV, 20N FEAETRT 720
(3) Bt

AT (TGANZ LT, KIS% DI/ NFED BT

(HE R (DR BR.HER
il S OBy i IR 72 Bl U ERR O B LR ORZ2E AR BT, 70— R 700 FR A 220 B3 2
BV, KRG DR E—BL THIBCITm R =7 %7~ 7))

(5) B IS B R Bt TF 1
pKa: §92 (XL FAFRFAFaF AT — 2T )L) ¥ 3.52(T7F v OIfemk)  417(F 2
DOHLERR) L 9.42 (7T )% 9.93(FIV)* 12(3"—/KEEEL) . 16 (57— /KB kL)

3¢ STHRE

(6) T ECIR %K
L L2 ORIRMED @ < BT FE AN @ T2D)

(NFDMDEHRMEE
pH:8.3 (K& (1—100))

13



2. AR DERBEHTICETSIRES
XORNEFRIDLDREMS

RBR PRAF S RAFIE R Pt 1 SRS
FEWIRERER | —20£5C mMBERI=FL | 606 HM | B THoTZ
YIBEEN A 5+3C Ao B\ |61 AM BN ThHo7z
. 30+2°C/ K& ER)=FL
i PG R , 3n A BN ThHoT
65+5%RH %

3. AN S DREEHRE. ERE
AR a~b 77 40— HBSHTIE, FEM G T T A~k

14



V. &&IICE§9 5IEH

1. #lR
(1) 17z D X Bl
A (RIR)

2) HFE DN RV HER
PEIR (FHBL) - B AP IR DR

(3) A a—F
EA=192
(4) "WEIDMHE
AT 12mg ATV ORETE28mg AT OBEESOmg
R O pH 6.7~7.7 6.7~8.0 6.7~8.0
TR D 1 1 1
120 (BRI T20) | (EEAERICTT D) | (BEEERICH 3 5H)
(5) Z Dtk
FY LN
2. MADOMERK
MEMER CEERR) DEERUVEHME
. AT | A TYE | AT
R 7244 s . .
BE7E 12mg | BEVE 28mg | BV 50mg
Rl % O VI RNy 12.63mg 29.5mg 52.6mg
1 XA7)v5mL | (Xt eLQ) (12mg) (28mg) (50mg)
VR IKFETRID A 0.25mg 0.23mg 0.23mg
ik KU —AFFNTL | 0.49mg | 0.51mg | 0.51mg
7
: % DAy ) ) )
PN o {EFhrI 43.83mg 41.95mg 40.55mg
5 | AT B, AU A 1.12mg 1.12mg 1.12mg
WAL T KT 1.03mg 1.03mg 1.03mg
=R (A7 SVAY NN 0.82mg 0.82mg 0.82mg
pH i % Al 1 1 1
() EREFEDRE
FY LA
(3)&E
PA=194

3. AN ERBEDOMBRRURE
AL

4. S
EEIRAN

15



5 BATHRREEDHER¥EY
IR T DRy, To72 L AN D I OHEIME IR O bR o7z,

CMeFIEDESEL (MEBLEFHELR)

LR

LR

16

BEORBEUETICETAREY
AEUSHCEE12meDRE M
R PRAT 51 LRAFIEHE PRAT WA Bk R
EMLRTFREBR | 5£3C HS2BNAT -8 | 60 | BN TH-T-
MIBE 25+2°C/60+5%RH NP2 =N 61 HE |BENTHSZ
95+ 92°C/60+5%RH
B %%gﬁ%ﬁgﬁ <ﬂ%fﬁ5%/ — |lmsmThorn
PR Dpmasmat | V0 PO ’ o
200W-hr/m? PUH
AEUSHRH T 28me DR E M
R PRAT 51 LRAIFIEHE PRAT WA Bk R
FEWRAFRER | 5£3C HSABANAT LB | A8 A BN THoT-
R R 25+2°C/60+5%RH NP2 =N 6 HE |BEANTH-TZ
95+ 2°C/60+5%RH
R %%gﬁ%ﬁgﬁ <ﬂ%ﬁ§%%/' AR T
TERR ipss s =g | ST / o
200W-hr/m? PUH
AEUSHREE0me DR E 4
AR PRAT 51 PRATIE HE PRAT-HAM AR R
EWRFRBR | 5+3°C HoABNSAT LB | A8 A [N THoT
JIIBE T 25+2°C/60+5%RH b7 F =T Bk 6 HE |BEANTH-TZ
25:+2°C/60 5% RH -
g | o120 Thr R MY | — BN THoT
PR e e = xope - | BT / o
200W-hr/m? PUH
. RAEERUVBRBREOREN
ML




10.

11.

12.

AER-EK

(NEBIRBELGRSR AE. NENRRCRSG - CRICHTIER

FH L

(2) A%
A TYOREE12mg 13TV
A TR 28mg 1 NA TV, 5
A TP REESOmg 13 TV 5

B FEE=E
EA=L9ANA

(HBEHZDOHE
INAT IV T A
A BALTF TN
XYy T T IRAF I TIAI=ZT A

MBREHSNIEME
A% L7

Dt
A% L7

17



V. AEICET51EH

1. EER(IZHE

T BEE 5 ZEREE
< i >

FLIEARY (F2 121 3 BV D ZEMEAE (SMA) BB 2t R ELTZE B Mk BR (CS3ARER) ¥ ic B\ W T 2k
R OVEZRMEDRER, D3N T, WA (F127) SMAEBRFH 2%t % & U= [E B 4L R 3Bk Th 2 S 11IAH 2 1F
At ZHE BT LALE 5 REER (CS3BRER) V¥ B W CHINE K VR & MEN RS2, &5I,
FATIE S XN SMA RS 2kt 5 & U7 [E B L [R5k T D 55 A MR AE &b — B B s v LU E xR
Bk (CSARRER) 10 U B W THIME K ONLE BRI IZZ e, N2 TEBSER 273855 10K (ICD-10) (2
TEFRINDIE BT DE AREFIONHE « 2h Rl L [ BEME AN ZHEE ) LR E LT,
5|2, BARF M2 W SIS E BT SMA RS &2 %F S L U7 g Ah 35 1R 3 B (232SM2013805R) 123
T, AR L EMER 7RSI, KRB OZNHE - 2h FE 03 T BEME A ZMEiE . BRIK T FIFRBLL TR
BARFRRA IR FIE D TR SV DFH BEME A ZE AT | ITE B &l o7o 73, 2024424 A (ZF Bl A ZE /e
DT FEENLET SN T LI, ZhEE - S RN T BEVE A B IE ) [T E H e o7z,
10 H AN BE 36 (b A A RELH))
¥2: B AN BESH] (5 A A RESH)

2. EER I RICEETHERE

5. $hee-$hRICEAET HIE

51 BIE TMRAEICEY, SUNTBR T ORKNIEREZH/L, SUNZBR T O —H N1 EThsd
NP/ 1 NV Wl < N - R R N

5.2 SMNZEAG - Ot — 31O BE Kk 4Ll Lo BF BT HH MR OV &I SL LT
WV, INHDORFIE G TG AR, AFE G OVAT LRI T v e B B LT LTRG24k
L, BEOREBZEEICBZETLZL,

5.3 SMNZB A O=a —8 3 4Ll EORGEIRET AR BT HaT O B E 12OV T, EIRRE RS0
BRIV TH o RETL, RFNE G DVAT LRI T 4o B B LT L TR O X B f]
Wrdszt,

5.4 KRR N TIRER 28 ASNT-BE BT A M L VL 2EIEHMNLL TV, ZhHo /#
FICHEGT 56100, BEORBAEREICBIZL | € I09IH 22370 L& G-kt o 7T &
ZHWrT AL, ENBOLNARNE A TR EE T IET52E,

<>

5.1 AFIOVEFHEFE A SMN2 mRNARTERIEDO AL b TS L, /Y TDOAX YL T2+ 52
LT, IV UTEHH SMN2 mRNAZ AR S, SERRSMNZ U RV B R BLIE 5 e Ex L,
ARENLSMNBAR - O B8 I K L CSMAZFIE , 230, SMNZ2IBAG 1 O3 —# 31 0L EThHH A
FIZBWCTH MR SND,

5.2 SMABE X, SMNLEAIGF D BEEBIR A THDSMNIEILF DA — N1 ~4DBENEG END
(SMNZFEAG DAt —$30 ThHSMA B 136D T T HAEICELRWEHEEREIND) , AAID
TERFZME 2 D8 SUNZBIGFDat™ — N 1L EDOBRETHIIE, SMNZ L R 7E O FEH B
HNT2EE 200, o, SUNZEIG O —5A 3Ll Lo BETIE, abt—020 838 LHSMN
B RTEDIRBIEIN ISR REEN B 2D, LinL, ILIEAL (F12) SMARSE 23t R & LT
CS3BiERY D G-k 1%, SMNZE R T DAt —8n20 BFITRESNTWD, F-, AFDOEICI
USRI SMA R 2 5 2 L LTZCSARRBR 1O IS BN LI B O SUNZE AL+ D= —$032, 3134 T
BV | SMNZBE T- D2 —EMR A0 BF X306 ThoT2, D780 . SUNSBIE T O —H3 1 34D
BEIZBITHHIER OZEHEIIIALNTIT RV, LB T, ZNHLOBFITE G T555120F, K
B G- DVAZ ERRXT 4o e BB LT ETHRGEBIMEL, BEOREAEE IR T2,

18



5.3 SMN2EIG %42t — Ll A58 1T BB E ORI THHIE K NIVRISMAZRIETHEE 25,
232SM20 15 BR TIE, FROAVIZER PR BRI F] NI BR IR FE IR A R BL L 22 W RTBEPE DS B W b i R e S
IRInoTn, Fiz, FIEBBAERBLZIVEISMAIZB W TIE T RSMAD X7 2 B = = — o DO
DIIRBOHITEET Y, BIDOHZE Tl SMNIEAR T 0 K 4 T ZE B DSBS i FRAE IR A R B
TORVEFI DY H | SMNZEAR 128 — B RS IVTE BT 2B 342 — LU ETho7lzZ End i
SNTWED DL EREEER | SMN2E G T4 — DL A 3 DR BLAT O SMAIZ DWW T,
HEVE AR B L2 DOBINELIZ DN TH R FtL | ERIDSARF 5D o B 2T LT B IE# 2 B
(e R NP Dy e

5.4 FLIEA (FI21R) SMABE A5 R ELT-CSIBRBRY ICRB W T, MR BRIE IR 238 5 B CTld, AHIRE
BT DEB ~ A VA= BEH OB A ME T LTV, SMAIZEITIEDR B THLZLE AFK
DEREFEEEEZ AL B AL — 0 OFAITED NI END, EENEITL, K
72 N TIE 38 A ST BB W TR, VR0 ES T D iR HD, LT T, ZHD A
FIIHRGT256 1203, BEORBZEEICBIZEL, EMICHEDIMELTML TR G5 Z2/k 12
MEIDEHIBTHIELEL, FIRPBOOLNLWGE ST G 2P IET52E LT,

. AERURAE

(FRERVHAEDHEDHR

REYSHYEEE50mg/28mg>

WH X R ELT, HIE & O a5 238 [ % 1250mgz % 5L, LARBE4n A O E CT28mg D %
BaATHZELL, WTNOHAB1I~30 T THIENE G352k,

CREUSHH#EE12me>
B RAEUUHERE. BRAREIEBLTOLDWV ALY EBEGFREICKYRELAFRSNIEHER
ZEMEAED>

W XU ELTUIRNCSE T ROMBEZE S35, R 5%, 20, 48 & 09I 8 5L,
PAREAn A ORIFTHR G E21752LEL WIS EH1~300 T CHIENE 537524,
ELRBLSNDOEHEEHERELE>

WE XN BELTIENCDE T ROHEEZ 575, PR 5% ., 4E KO I 5L, LI
61 H OB CTEGZ21THZLEL, WTHOEAEB1I~300 T THENKR 528,

R EEEOR B A& BE5RE
0~90 A 9.6mg 4mL
91~180 H fh 10.3mg 4.3mL
181~365 H fih 10.8mg 4.5mL
366~730 H fn 11.3mg 4.7mL
731 H fiis~ 12mg 5mL

< figin >

P H-REIZ255% (730 B fin) LLF O 838 Tl A BE IR & O FH et Y 7258 WSR-S SR (H ) 128U T
Hok s (&) 2308132, # 52k (731 A ) DL Eo B i, £ 50 & (F &) 135mL (12mg)
[ E BT D, AU EER /N VR BE O HEE AT BETE BEIX DL T O T, = R T R 3R
(3D-MRD EIZ R0 A CorAE R 1341, B¢k 741, 9.6 £6.05 H . &Mk :641, 11.7+6.15H) L, EF IR,
DERDONTMEEEAFMEEOMBFHIEELL TERLC0NDY,

FERENO/NEBEFHOHEM TR IKE
(0~90 H i) 120mL. (91~180H #5) 130mL. (181~365 H ##) 135mL. (366~730 H #h) 140mL. (731
H i ~) 150mL
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(2)RERVAZEDHERZE RN

REVSHREE50mg/28mg>

12mgDHE- HEIZEBWT, SMABBE TRRT A4V M RLTWDN, KRR =—X > TR, &8
YL RAF R AR ZHERL DD, SMABRE THREMEOEITEZEBIE TELX LB OE &0
E-HERGITEBEOT VNI AL ELRBICELAIGEENH L0  RIGE O FL A e OVFL IR AL
4 (2~95%) DSMABFE %%t 52 L L7-232SM2035 Bk < — hB' (B 111AH — 5 & /AT RER b e sk BR) &
FhL., [ X3t ELT, #lial & O] Rl 5238 % 1250mez £ 5- L, LAE:4» A O [ B§ CT28mgd
BEZITHIZLLL. WT DG EE1I~300 T THERNEET528, IERELL, B, oIz
WTH12mgl AR Th-o7-, (TV. 5. BER AR (4) BRAERI B  OIEE )

KREVSHHEE12mg>

WO THIRA (F12) SMABRFE A5t % L L7=CS3ARERY (BIM IS M/ FE5F B Tid. BIAEY
R, TARA (X 22U T, BLRRD 6 i 12mg (B BER &0 D% 25k &8 2 2/ Ixt 356
XF12mglZ B S T A IR OFE I CTHRET L& 5 &) TL, 15 U85 BICAM &L (FH3E) %, A
Fl12mg ([F]) 264 H IC1RIHERF R 5 ) LW ey, IEe BRI (U =2 AP V) & T SR 52 55805
T AL M OV BE I P O M 0340 A THHZENIRENIZZ LIS E MR G DAV a—)1
ZAn AN EFE LT, TORREZ T, TARKI12mg (25% A CIIAER I SE ML A EZ2HE) %1,
15, 29 O'64 H B (A £ 5 (GH4R]) 2, AAI12me ([7) Z45 A (21 EHERRE 535 ) Lak e L CRL IR A
(FEICIH) SMABE & X R ELT-CS3BRBRY 2 E i L, AFN DA AENRDO, (TV. 5. EEEEHE (3)
BSOS R RER | DTS IR)

ZO% ., TARAI12mg% 1, 29 U85 H HIZA M & & (BF3IE]) # . A A 12mgZ 64 A IZ1EIHER 575
ERREL TR TN SMABE 25t G L LT-CS4RBR 'V 2 E ML . AF DA FMERRDSNT-,
IHIT, SMNZBAR F 22 XUX3a 8 —F 3 DR AR SE R FE BLATO SMAZ RF 52 & L 72232SM20 13 BR IZ 35 T
b, IR OFIEHR DOSMALRIERDOHE- HE&E2HR G L& FEFMEE THDH I8 T ITFER ST
AMHEBLTHETOMM ) TlE, TXTORE TEEDRBDLIL, AFINER I AELBEELTZHDD,
SUEYIBHANT SUTAKBEI R A LB LT BTGB O bR oo, o, ZatEIT >\, IR &K
FLIRA LLS DFEE % DSMAZ K G2 & L T-CS3Bak B &k NCSARBR D2 Mk 7 w7 7 A )L L L TR ES
BB T | iR B2Vt EOVATIZIRB ISR -T2, LIzh3> TSMNIARAR T %2 X332 —FH T 50
PRIE R T BL AT O SMAIZ KT 2AHN D 1« BT oW T, FIRH D FEIE % DO SMAD I vE « & LR £k
(ZARKIN2mg ([F]) ., 1,15, 29 % V64 H HIZHE 5L, BAke4n H ORR TR G35 T\5,
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4 AERUVAEICEAETSIE

7. AZ-BREICEETSHIE

(REIHE)

710 AFOME - HEOBRPIICY oo TE, N7 R AR ICHONEFZHAI L, 1[5]150mg/28mg#%
HiR K O [El 1 2mghl 2\ G- RFIZB 1T D, AR &R VL 2tz + 0 I R L7 BT BE Ok
RIS THIW 3528, 7285, SMNZE R T O —5 34 LL EORER T B3 BT 511 O SMA
BEICBOVWUL,. REOLERZEEREICHRFTO LT, KAFOME- HE2 BT 2L,
[17.1.1-17.1.4% 8]

(REVSHREE50mg/28mg)

7.2 12mgDEENBYIVEZ A 1%, 12mgD 5 D45 A #1250mgZz 851, LLE4» H OFRE T
28mgD 5 x4T52 L, [16.1.35 ]

(REVSH BT 12me)

7.3 FERCIIERBRZEZELCHEZHAE 7528, [9.752]

(REVSH#E:E50mg/28mg)

14 KR OEG N TENPGENTSGA1X, 6. k- HE T H &%, v REZR IRV
HL U, 20 EEZEEEL LTO®R G HIEEZSEZIZTHILE,

D #E#RGZOI4H#ZORERENY G RANLHLNUOED LKA S B ETO
R 22 LL OB A X, MU EDLNK G B G L, LLEIE, 44 A Bk C#
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7.6 FLVTT LIS O B S ZEHEE 1S T AARKN O BT ENLENTZS G OIS GEMIXE TR E
ZRT5HZE),

62



(HEIHE)
7.7 ARFN EATBEME 5 ZEMEE (o T oA ORI oW TR MR CHRIEITHELL THRWOTH %
BETHZE,

(3) E AR IR BF I - Bt AF R
MY BRI

<BE> (vyR)WY

BRIESMAE T IV CTHDHSMNINT VAT 2 = 7= T A (R, SMN ™"y hSMN2?"7#T07 2%1) Z Fi Uy

T, ARAFI25 13 100pugZ U B NR—F A G L, =7 U TEH SMN2S B FEW & 3t L2 A 1E

ARG A RIE, B OB R T 72K b 24~36 ThHhoTo, — | EIESMARN I VAV 2= /<7 A

CHTENL. AT SMA~DR*) ZFWWT, RAlAuga M= NR — T2 5 LIz 2 A 1 Fife 911X
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O BEITIL, Xt ELTLEI2mg (5ml) %, W fHIK O #2030 700 25% (244 A lis) LT OB
Wi, IS U ClE Lz fe 5-4 (0~3» H 5 : 9.6mg. 3~6% H it : 10.3mg, 6~12% H #i:10.8mg. 12~
247 A X 11.3mg) Z NEHMEZR Il LBl & 5 L=,

AAI50/28mg Tl SMALZWrEi7=7H A lin A O S+ E AN FLIL506112, #1E & N5 H BIZ50mgz 5L |
135 279 H B 1228mgZ ki G- LTz, F7=. SMALZBrSiv7=2~9igk D4 E AN 16411Z, F)IR] K TN5
H HIZ50mgZ#5-L, 135% 0279 H H 1228megZ #E R i 5-L 7=,

AAI50mg/28mg TGS AVZ B MM $ R TP K OV AE A i B8 B 11, ST — RS A7 IE A8 —
TarBRAL TR (Hyb-ECL) & AW o, & E#i P II AR OFERR L COREEZ LT,

AFN12mg THRFT S AU B MM $ K OV W FE B E 121X, ST —hSfe AT VE A B —Tay
fif B S W 5 I E (Hyb-ELISA) #5, X3 NV T —hENToNATVE A B —Ta BRALFEFRE (Hyb-
ECL) k& Rz, Wikl ., € BEHIIABI O F Mo LM (4 7 87,518% )L hy) TE I, AH
12mg TR RS 7=l B e (% 53808 AR BE) LU COMBIEML LV 5% 2 E R ERMEIZ72 > TWD A, 5y
HHEDRFFORRZE IV /NS T2 | SR B RERFE O FEMIC BT B 2 bz,

1. M REDHR
(WAELEEDGTMS (FHEEHD)EE
Y E R
<BE>ISMNINT VA 2= 7 <0 A% AW KB BR K O'PKERBR O fE Bz K-S\, 50~
90% D SMN2T7 > Ta AR T 5720 OFERTHLRR IR B, F R+ 1~ 10pg/ g HEE STz,

()BERABRTHERIN P (KERET)BRE
<AV IV BEHES50mg/28mg >
O REHENRE (HLEER/NESMARE . SE AT —F) (232SM2033 8k /X—B] *)
<FLIESMABRE >
FLVLSMARFE (T4 A Wi LL T o4 E A FLIR) 506112, AFIZ2#][E J M5 H HIZ50mgx A frf& 5 L7
%135 U279 H HIZ28megaffEFF#e 5-L, IMEEHE  (CSF) i L OV 3 Eh e A Mt L7,
CSFHEEE DT 7 2 FE D) E (SD) 1%, 15 H H1%10.79 (8.32) ng/mL. 135 H H1%10.39(7.65)
ng/mL. 279 H H1%8.65(4.77) ng/mLT&H-o7=,
MR EE DWW T, FI RN B 5K D C,,, DX (SD) 134410.4 (2604.03) ng/mL. T,
O Rl (e /M, e RAED) 132, 18R [ (1.0, 23) « AUC 04 D241 (SD) 1345332.4 (18249.34) ng-
RefHl/mLTh o7z, MBEH IR DN 7 OFEEIE (SD) 12\, 15 H H136.62(2.306) ng/mL,
135H H1%4.10(2.398) ng/mL., 279 H H132.27(1.176) ng/mLTd 7=, (Hyb-ECLI£)

REFERNESHOMERRUVUCSFHEE (RLRSMARE . AEAT—H)

A R R CSFHE

P STA Z;ff S Z;ff

15H H 47 6.621+2.31 44 10.79%+8.32
64H H 40 7.70£4.11 —*1 —*1

135H H 42 4.10+2.40 39 10.39%+7.65
183H H 40 5.12+2.47 —Xl —*1

279H H 35 2.27%+1.18 29 8.66+4.77
302H H 34 4.23+1.93 —Xl —*1

Sl +SD

X1 HEES
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ORI AER SO MEREYEE/ NS A2 (FLRSMARE  SAEAT—4)

- NS (:mem>:<3 Tmax AUC —8hr AUC . [.%3,4
ngﬁﬁﬁjiﬁ . 0-8hi 0-24h
(ng/mlL.) (FRpf]) =2 (ng*W§fH,/mL) (ng- W[ /mL)
40% 4410.4%2604.03 | 2.1(1.0,23) | 22588.9%11661.65 | 45332.4+18249.34

%2 L (oMK, e K E)
M3 AT, 5%, 4, SR V4RI S o AR IR E NS H L
>:<4 : Cde\ Tmux& UAUC0—2,1]”-lj371§IJ

</PNESMAHRE >

P2 fE+SD

/NERSMARBH (2~ 95 DA E N /NR) 16611, AF 2 4] A e 15 B B I250mez & fif i 5 L7 4% |

135 % U279 H A (Z28mgZ e fi# 5- L. CSFH M OV #E Hh S0y ) 8 2 Ak

Oy

CSFHIRE DT 7 2 O F-44)fE (SD) 1X. 158 H 1£8.9(4.48) ng/mL, 135H H (£9.2(6.49) ng/mL,

279H H1%9.7(5.53) ng/mLCTdhH-o7=,

MR DWW T, PRI N B G- R D C,,, D FE X (SD) 132433.9 (1378.27) ng/mL. T,
O YAE (B /M, B KRB 134,005 8 (2.0, 8.0) . AUC gy, @ -2l (SD) 1322394.2 (7416.40ng)

ng-WREfE]/mLCoh o7z, MFEFIREDORNT 7 EOF-%)fE (SD) (28T, 15 H H133.3(0.87) ng/mL,
135H H1%1.7(0.79) ng/mL. 279 H H1%0.9(0.60) ng/mL T ->7-, [Hyb-ECLI%E]

RABRENE 5 B0 M¥fh R UCSFi R (NRSMABE , SAEAT—4)

X1 EEd

X RILE YRR S RO MmiEhEYERE,

i A R EE CSF AR
R S Z;ff B Z;ff
150 H 16 3.310.87 16 8.914.48
64H H 16 3.5£2.08 —H —H
135H H 16 1.7£0.79 15 9.246.49
183H H 16 2.5+1.38 —H —H
279H H 15 0.9%0.60 13 9.7+5.53
302H H 14 1.9£1.08 —H —H
2+ SD

\TA—R(INESMARE  NEAT—H)

= ¥ Cmax>:<3 Tmax AUC,_ - AUC,_ rX‘S
R s 0-8h 0-24h
(ng/mL) () 2 (ng- FE#]/mL) (ng- B /mL)
16 2433.9%£1378.27 | 4.0(2.0, 8.0) 11623.2£5197.80 | 22394.2+7416.40

X2 A (B /M, FORAE)
3G, W42, 4, 8K 24K o AR L
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< ATV HEE50mg/28mg >

QR EEEEN R 5 (R R ASMARE) (232SM20338 8k /<—hC]1®

<IN TR ANSMA B E >
Eﬂﬁkmu@%%(mmg)%1$U\J:?Qﬁéhfb\68MA&fALﬁéﬂf:EIK}\&OW*)\/J\L‘E'X!iﬁii\
4061Z, BT D 12mgD 57 Han A %1250mga & 5L, 121 X U241 H B IZ28mg & R & 5-L |
CSFEP&UJE IR EhRE A R R LT,

CSFIEFED NI 7 E O N-H)ME (SD) 1%, 1 H H1X16.91(9.27) ng/mL. 241 H H (£20.14 (10.45)
ng/mLCH -7,

i PR EE O NT 7 R EE O SE¥)E (SD) 1%, 1H B 130.25(0.15) ng/mL, 241 B H 1%0.53 (0.35)
ng/mLTd->7z, (Hyb-ECL{%)

REMERNZSROMFEHRRUCSFRRE MNEXIEHRASMAERE)

i R EE CSPEHIJ

RS S b7 S o7

RTA 145 (ng/mL) R (ng/mL)
1 34 0.25£0.15 39 16.91+9.27
121 33 0.57£0.35 38 19.01£9.70
241 35 0.53%0.35 39 20.14£10.45

302 34 0.72£0.42 —* —H
P E £ SD

XK1 HEET

AR OAGBENTHE - HEITROBEITHS

6. AE-AR (— k)

(REVS Y #E:E50mg/28mg)

‘%ﬁ X ELT, HIEK O 5208 [ 1% 12 50meg a8 5 L. LLKE49 3 ORI T28mg D #% 5217
LEL. WTFNROEALI~30NT TN 54528,

(Zt USYHEE12me)

WH, X EL T, 1N E K E SO B IS T CHRE L2 HA & (0~90 H #6:9.6me, 91~180H

#i5:10.3mg, 181~365 F it :10.8mg, 366~730 A ffit: 11.3mg, 731 A i~ : 12mg) 2% 55, FLIE BRI fEdE

T ZEMEE . B PR T RSB BLL QO WS IR T RIS 0 38 E 3 T I X2 3 B M 7 22466 58 L2k LTl gl

B #% 5-4% . 238 | 41 J Q9T 5L, LARE4n A OME TR B 217V FLIRAL LIS o 35 81 5 225006 0 12t

LCIxmmE 54, 488 KON I 5L, LLE6» H ORI TR 521752, WTFhoHEL1~300

THIENE G 3528,

7. Aik-REICEETIERE ()

(ELEIHE)

71 REO R HEOBRIUCY oo TE, M7 R ZHONAEZFRML, 1E]50mg/28mg % 5-Kf & Y
1A 12mghH Y B SR IC BT D, AR VLR &ME+ 0B L7z BT, B ORBEIZIS U Tl
Lk, B, SMNIE G T Dot — iﬁ(ﬁ“lld\J:@EunKfﬁﬁﬁ)%\éfﬁﬁ‘éﬁﬁ@SMA%%K:ﬁb‘“C&i\ A
BN E TSRO BT, RRIORE HEEZRIRTA28, [17.1.1-17.1.42 K]

(REVSH#E:E50mg/28mg)

7.2 12mgDFE GOV Z AE 1T, 12mgD % H-D4h A #£1250meZx % 5.1, LAK:45 H O E T28mgD#%
HA217528, [16.1.35 /]
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(REVSY#EE12me)

7.3 RERTIIEREREZEL CHREEZMAE 7528, [9.72 ]

(REVSHEE;E50mg/28mg)

14 RHNOEG DT EPLENTSGE OXIG GEHIEE FIR X2 RT528),

(REVSH#IE12mg)

7.5 SLIRBISR$E M EMEE , BRI IR BIL CORWBEB T REICIVRIEN T RSN EBEEM 2
HEIE TSR 2K O 5N T ENOENTZ GG ORIE GEMITE IR XA RT22L),

7.6 FLAI LIS O BEVE R MR ST 2R OB BN T ENLENTISE O IG GEIXEF IR ES
W3ozL),

(EIH|$£5E)
7.7 AH| LA BEVE R SR IS T A A O OF I SN TR A M R OVE B 1R T LU RN O P 4B
Bzl
< AV YBEE12mg >
QHEEROKEHEANERS VMR IR (FITIE) SMARFE)
(CS3BEER)?

(F—% Ay 47 201646 H 15 A £TO o [F )

FLIEAY (1) SMARRFE (E1%60 H B LARTIZRAE L 7= A% T H #8 LL F ORI 1216111 A A 12mg™
Z Hile] R OV AR BB N e - LT2 L & O I F K (CSF) H R OV AE 35 B A Rt L 72,

AR RlIE N £ 5-RE O EJCSF R FE I, K92.8(F DE R GRO LI, £z, & 57l O CSFH R i
DIE)E (£SD) (35 #% O CSFERBURE R (302 H H ) ECRRIFAJIZIGINL , 302H H O F-#) (£SD) i
E1311.2(6.92) ng/mL T o7,

I3 PR Bl Z DT, B A E PN B RO AUC .y, CEIME) 12281 1ng« BERE /mL, C,., CEHIfE)
131103ng/mL, T, (HFJAE) (22,0 [#] CThr o 7o, SR BE IS PN & 5 oD S 24 if 5 Hh i B8 123 R 1
RO LI -T2, (Hyb-ECLYE]

K AT B IRHE AE BT HE DX 2B /N AT 5 12mglTAH 2 5 KO HLIR O F i CRRET L 72 G- &

REFENZSFHOCSFHRREUNT  ZLIRE (E(ZIB) SMAEE)

(ng/mL)
1259 mumegfdfEn
FH{E+SE
c 10.0- I
S
F
q; 7.5
D
*
L so-
P
P
= 25—
0.0+
T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 (R)
VEFRE &M (1x A =288R)
XL FRILEUE(n) 56 68 69 56 36 19
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ilﬁlﬁ'ﬁﬂ""lﬂ?ﬁf}ﬁ#@m RrhRMENE/ S A

MR ZLIRE (EICIR) SMAEE]
A[jcoﬂthr#1 Cmax Tmax#2
# 4 (n=76)
! (ng- 1 /mL) (ng/mL) (B i)
12mg™ 2811+ 1864 1103+ 854 2.00(1.00-24.0)
BN 5 N N ’ ’ ’
SEY i = SD
#1:n=75
#2 il (B /M — B K i)
XN IR AHE E B RO E 2 /NS T A 12melH E T RSO LR OFEM CHREI LB 5 &
<BE>
CS3BaER T, KA EINT- B AR AL 260 THY, Z DI IE P LM BEHRE T A—X L FED@EY
ThH-oT-,
HEEERNESEOMBREDFE/NSA—2UNE - ZLRE (E(CIE)SMAEE . BAA]
lzmgx AUCO*4hr Cmax Tmax
F] B e N e 5 (ng* FERE/mL) (ng/mL) (FF )
JiE 51 1 6,185.5 2,068 1
JiE 12 5,541.5 2,123 1
XM E IR E B IS, 2B /NI T 51 2meglZ Al S T2 IO AR DR CIRETI L -1k 5 &
&iﬁ%ﬁﬁ”ﬂ?&%ﬂ%@ﬂu HHREEOHRE
UNR-ZIRE (FIZIR) SMAEE)
(ng/mL) EMBERTNZER
il 600 FH{li+SE
#®
th
3 400 |
b
*
L
+ 200 |
=
=
B 0 o o
i 2 3 4 5 6 7 8 8 10 1 12

AEESHHAM (1A A=288F)

X TR BETRHE E B (DX 25 O/ IR

68

Ikt 21 2mglZAH Y 5 LA




<AV TV HEE12mg >

ORBEHENEE UNEFLIRA (F 1218 SMARE . SHE AT —#) (CS3ARER) Y

(7 —%H A7 B20164F1 H 26 B FTOH [EAFEHT)

FLIRA (F 2B SMARRFE (ZE% 21 H 2 667 A IZFIE) 201 AR K 2 A A & G- X ORI G- LT &
ZORE BHE (CSF) i e OV P 3R B RE ST A—Z &Rt LT, A G (1, 15 0850 B) 13X,
6 XX 12mg™ % MERF P 5- (253, 379, 505, 631, 757, 883, 1009, 1135 V1261 H H) i%12mg% X
TBEERN S LT,

CSFHR LT, 12mghETIX631 H B IZEFIRIBIZEL , PR EIZHMGEOEE PR DL, &
FARRBICEL TDIT, MR EZBINL THE FIRBORE L~ V3R S 7z, 6—12mghET
1%, 253 H BH2vH12meRE L [A UHERF & (12mg) OB G- 2BItAS, 3790 H £ TOT X TOFEAMIZ
Lol 12mgHEDCSFH O i FE1E6—12mgFEIC R T2~ 4f5 m A~ L7z, 6—12mghE Tl
12mgRELRIER DR EL ~)LIE883 H B ICERR STz, LTz T, I CSFAH R FE 23 1 2me i (-1
10.3~13.6ng/mL) THRD LI E FAIRBORE L~V OFFH IR E T DI20E, 6—12meglE TIXEH
299 H MO 5 RLETHT,

S 847 afin 5 o R R S AR R LA NS I I I EE LT, 85 B H OBEIEN ¥ 574 168K [ 0O If L
Them AP B EHOI% U FTETE TL, DWW TH 5168 H % £ THD TRRICHE R LT,
ZOINT TR =T A 514 D M i EEHER X A D A4 R LTz, (Hyb-ECL{E]

RIEFENZSFHOCSFRREMEBUNT FLRE (EITIR)SMABE . NEANT—4]

(ng/mL) EhEERiTx R ER

og-|  —— 6—12mgR¥ (6L 12metE ) Fiyfl £ SE

c —l— 12mgf¥ (12mgiB &)

S

:';I 15 6—12meB T

X 12meBE iR 5 R

s

3

L

t

-

=

E
T T T T T T T T
0 4 8 12 16 20 24 28 32 (B)

HER 5 # 1AM (12 B =288H)
6—12mgB(n) 4 4 4 4 2 2 2 2 2
12mgit(n) 1416 13 13 13 1 5 4

HEBENRSEROMBERREQCHBUNE ILRE (ECIR)SMAZE . AEANT—4]

(ng/mlL)

1000 VDR RER
o - FiY{E+SE
# ] —— 6mg(n=4)
th B —l— 12mg(n=15-16)
R - —
S 4 T
2 100
L =
t ]
< i
= | -
)4 L

10
0 5 10 15 20 25 (B¥f)

B 5 #eR
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RIEFEERNZSROMBHREDHT (858 H)
UNRGEIRE (EICIE)SMAREE  AEAT—4)

(ng/mL)
1000 EMBERITREA
= e F#{E+SE
—— 6mg(n=3-4)
100 —l— 12mg(n=15)

R TN E
5

T T T T T T
0 20 40 60 80 100 120 140 160 180 (BsM)
B 5% F

56 DM BRI HE T B UT B 5% | 28O /N K5 1 2mel A 255 15 9L V2 4R TR L7 45 5 R

AR OAGBESN L A EITROBEYTHS

6. Aik-AE (— &)

(REVSY#EE12me)

WBHE . XU RN ELT, BN &S 5RO B #1206 U TS L7- A & (0~90 H #h: 9.6mg, 91~180H

#f:10.3mg, 181~365H fi: 10.8mg. 366~730 H #fi: 11.3mg. 731 H#fi~ : 12mg) 2% 595, LB FH It

FRZEREIE . BRIR T RT3 BLL TR WS R AT IS LD 38 E 28 T I S5 T8 A A A0 E Lok LU gl

B4 514, 208, 438 & OB 285U, LikR4n A ORIRE T 52170, 2T A LI O 35 BEVE i ZE M6 iE 1

LTI %, AR K21 EL, LIEes A OB TR 5217524, WTROEAD1~3

ST CREMENT 5352,

7. Bi&-REICEETHER (B

(BLEIE)

71 KFN DR HEOBRIRIZY 72> T, [T R AR ICHO N ZBEL | 115150mg/28mg# 5 K O
1A 12mghH Y BB G- RF IS8T 5, AR VLR EtE+ 0 BR L7z BT, B ORBEIZIS U Tl
DTl e, SMNZBAR T O —HHLL EORERFT RARE T DETOSMARBZIZB WL, & 50
M EE RGO LT AR ORE - HEEZEIRT 2L, [17.1.1-17.1.45 8]

(REVSHEEF12me)

7.3 RERCIIEREEZEEL A REZAGIT2L, [9.75 0]

7.5 L UDRAF BEVE A A L BRIR AT R IZ R B L TRV E R FRAEICLORIEN TSNS BEIE R
FEREIE LK T DARFN O 58T ENLENTH GO IE GEMITE FIRXESRT2L),

7.6 FLUAIU LLSN O F B M A ZEREIE 10 T AARAN O G 3 T DN A Oxt s GEMIZEFIRCx
ZRTHTL),

(ELFI 8D

7.7 ARFNEFFBEME 5 R ISR T DB O BE IS DWW TR M K OV SRS LW WO cF A &
WETHZE,
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<AV TV HEE12mg >

GHEEFK CREBEPEARE (MR : 2R SUINRISMA S ) (CS4R5R)

(7 —%Hv A7 B20164E8 H 31 H FTOH [EfFEHT)

AR IR SMA BB (A2 #4600 A LUK ICHIE L7288 37) 12661 (A A A8HI 5 ) IR K 12meg %
AT BEIEN ¢ 5 U= & X DA BEHE (CSF) 1} ML T S Bh e A S L 7=,

B BENEN T 5 O ¥ CSFH R EEIX, 85 H H £ T LA L2, Sl CSFEREU &2 (274 H B) %
T—EICHEERSIL, 274 H B O (£SD) #2 F£134.66 (2.03) ng/mL ThH o7,

15 H I L2 o N T, B (A B PN B 5 D AUC g, CEIIE) . AUCy0u CESIME) 1ZFNE 1L
1783ng- Rl /mL. 3523ng- REf]/mL. C,,, CE¥IME) 13350ng/mL. Ty, (H HRAHK) 139K f# T o7z,
A A e PN ¢ - BE D S B i A HR R B LIS S AR IR D Bl o7, [Hyb-ECLYE]

PVERVREFHEENEERFOCSFHREE
UNR:EICHE XZMEISMAEH)

5 A CSFH i FE (ng/mL)
1HH BLQ (74)
29H H 3.11+1.32(81)
85H H 4.62+2.09(81)
274H B 4.66+2.03(74)
BLQ: & & [R5 8 (50pg/mL) A i SEEfE £ SD (n)

PVERVUREHEANEEFOMBTRREE
UNR:EICHE X FMEBISMAEE)

WE B /) E EE 1 IR B (ng/mlL)
1H H/#5q1i BLQ(83)
LH B /8520 288+202(83)
1H B /B 5 4R 286+ 151 (84)
1 H B /B 58I £ 180+£72.3(84)
2H B /#5248 1% 44.9+19.9(84)
29H H /¥ 5w 0.701+0.335(84)
85 H H /& 5-Hii 0.926£0.541(83)
85H H /# 5-4IR ] 4 229+136(82)
169H H /R 0.635+0.304(83)
274 H B /51 0.343+0.148(72)
456 H B /[ 0.242+0.101(29)
BLQ: & & [R5 8 (50pg/mL) i Sl £ SD (n)

HEGSEARSHROMBEHRPBE/SA—4
(MR ECIBE R FMESMAEE)

AUCO*Shr ZALJCO*ZALhrﬂ1 Cmax T‘max#2
BG =801 (comm/mL) | (nge B /mL) (ng/mL) (W)
o 12ms 1783 + 840 3523 + 1288 350 + 181 3.90(1.70-8.00)
A [a] B e N % 5
Y fE £ SD
#1:n=45

#2 1 R (FR /M~ 5 KD
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<AV FVHEE12mg >

@H[EEEENEE (/NR : 2R IR SMABRE X A E AN TF—#) (CS103RBk) Y
CSIFRBR'OIC B INE D& 5 E I TN SMA B F 5 (2~ 115%) 18612 A F6mg (441) X1Z9mg
(1441) Z BB EEN & 5- LI L X O F#EHR (CSF) 1 K QNS 38 B B2 iR it L 7=,

CSIFABR CROLNI 517 XIE28 B B ORE K OARRR CTRRO LN 501 E ISV
FLNT ORI BT, 135~ 177 H LHEE STz,

Fio M HE PR B, B A PR B B AL B 5 1% 168 IERIICIE, TR I b v A R P oD
1% AR ETIR LD, ZO0% ., 5% 4032050 (168 B ) R 4L £ TR 72K F 236c v o, fERHH
T2 1363 ~87 H LHEE S 7=, (CS1FABR : Hyb-ELISAY:, CS103&5% : Hyb-ECL#:]

ERBEEARSER T -EEICETHRERICSFRRERVHEERRAFL RN OEZNHKITE
CUMNR:ECNE R BFMESMAZE . AEAT—H)

CS1#ERTD
. CS13kBR Iz .

B CS10BBTD B W fe ok
CS1 CS10f&BRCD . 13 . B i BiF5 )
HER OB 58 | # 5 3iCSFE R X(ng/mL;‘ BETAZORE (1)

LD % (ng/mL)

(H)
3mg 297~428 6 0.37240.239 2.18+1.38 135+14.8
6mg 338~460 3 0.604+0.223 3.22+0.558 163+26.5
9mg 290~400 8 0.747+0.441 3.56+0.263 177+41.3
S = SD

NI O 1T, CSIRRBR TOFH 5 LCS10ABR TOCSFRUEHR B EDMFRIZLY ., H x DEBEF EX—ATHEE LT,

HOEERNESEOmMEREE (MNE: ZITNE XIZNESMARE ABEAT—4)

B 5% O AR (FFRT) 6mg 9mg
¢ 5-Hi BLQ (4) BLQ (14)
1 25.9+28.3(4) 30.0+33.1(14)
2 40.0+31.5(4) 64.7+62.3(14)
4 63.8+34.9 (4) 82.7+60.1(14)
6 67.5+16.1(4) 73.1+39.6(13)
168 0.291+0.109 (4) 0.405+0.186 (14)
2016 0.118+0.0646 (3) 0.133+0.0503 (14)
4032 0.0585+0.0565(3) 0.0501+0.0365(14)

BLQ: & & R H (50pg/mL) A i SERIE =SD (n) . HAZ :ng/mL
<RV TVFHEE12mg >

OREENEE (VN 2 ICIE IR SMARE AEAT —%) (CS2:BR) 17

FAZIR SO XN SMA R F (2~ 155%) 34BICAFI1[E]3, 6 X 1X12meg43[El (1, 29 V85 H H) . D
UWNME1E9mgZ 20 (1% U85 H B ) KIEBEEN 5 Lo L 2O RME B (CSF) H K OV 4 H 3K 4 #)
REZ MR LT,

KAEREREN T 5% (290 B #& G-Ri2°685H HH&E G-AIET) | 3, 6 2 N 2mghf i\ T, FHJCSFH
REIZ1LA~ LG OERMOFEO DI,

B M AE PR BT (Cl) 1T HL IR B ONSCIE BB I N B - 1% B RE R L NIZ R D B AL, Crn & AUC g, 1
B 5B OBV K LT, (Hyb-ECLE]
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VEIRVREHERNEEFOCSFHERE UMNRE: ECNE R FMESMAERE B AT—4)

450 3mghf 6mght Imght 12mghf

I1HH 0.0651+0.117*(6) 0.0560+0.104"(8) BLQ(6) BLQ(9)

29H H 1.41£0.456(7) 2.65+1.44(8) NSC 2.22+0.924(7)

85H H 2.12%+0.573(8) 3.762.05(8) 1.50+£0.447(9) 3.361.04(7)
BLQ: & & RS (50pg/mL) A iili NSC: ¥ 7 izl ¥ fE £+ SD (n) | HAZ :ng/mL

a: R fEIZBLQ~0.29ng/mL  b: H R fE ZBLQ~0.24ng/mL

X OmgRE IR G AT Y 2 — LIS BB EN SR R A LT

MERVREHEERESFOMBRREOHRE VMNE: ECNEXIFMESMAZE  SEAT—5)

QL EEaEANEE (1HB)%28HE BXT

(ng/mL)
1000+
E 1000
100+
1004 ]
] 103
mo §
gﬁ 4 4
LTI '3
2 :
3, 3
0.1-1— ; ; : : :
);T: 0 4 8 12 16 20 (8509)
t 1 #E5 &AM
~ E
b3 73
E
0.1+ 2
EMmEEiTa REH
FH{E +SE
0.01 +— T T T T T T T
0 4 8 12 16 20 24 28 (B)
BE&AM

l —O— 3mgl¥ —O0— 6mgi¥ —0— 9mg¥ —o— 12mgh} I

AT T 7130~ 200 R % O i 4 IR DR
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PVERVRERZERNZRSFOMFRREEOHTE NE EICIE XIINESMARE  AEAT—4)

O EEEENH 5 (85 R E)BZTHEET

(ng/mL)
1000

FREE A SN XBERE

1= AT H R
EH){E £SE

0.01 +— T T T T T T

0 1 2 3 4 5 6 7 @
RE®HA (858 H)

l —O— 3mgl¥ —O0— 6mgi¥ —0— 9mgf¥ —o— 12mgHf |

AT 7130~ 65 [ 1% 0 i 4 e O HER

VRIR VR EHERNE SO MBRENEFE/NATA—S
GNE - E(CIE X (ZMESMARE AEAF—4)

= AUCO*Ghr Cmax Tmax#

Bl BGR ) o hRe /mL) (ng/mL) (5 1)
3mg,/” 1HH(8) 181225 51.5+72.7 5.09(2.03—12.0)
3mg,”85H H (8) 110107 32.5+32.3 6.08(4.12—6.17)
6mg,” 1H H (8) 306+259 79.8+57.2 5.93(2.00—23.0)
6mg, 85 H H (8) 179+135 52.8+33.5 6.04(5.97—6.25)
9mg,” 1H H (9) 601+249 141+52.8 3.92(2.00—8.03)
9mg, 85 H H (9) 5244185 127+37.7 4.12(2.00—6.25)
12mg,” 1H B (9) 823+449 208+110 4.05(1.97—12.0)
12mg,/85H B (8) 555+398 132+85.6 5.92(1.95—6.07)

S £ SD

#op il Ol /Ml — e K|
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AHIOEBINT-HE- AETROBEYTHD

6. AiE-AE (— &)

(REVSHEEE12me)

WH L, X ELT, IENCOEFF G Ho A #I2S CCRE L2 & (0~90 A i : 9.6mg, 91~180 H

f5:10.3mg. 181~365H #h:10.8mg., 366~730 A fi#i:11.3mg., 731 H i~ : 12mg) 2 545, LIS B HF M

FRZEREIE . BR IR T R ZEBLL TR WS R BT IS LD 38 E 28 1 I S 5 T8 A A 80 i L oeh LUl

3 5%, 218, 438 K OO I 5L, DLM4n A ORI T 5217 SRR LIS o0 35 B 1 1 ZE R E 12

KL TIEEE %, AR K2 EL, DLEes A OB TR 521752480, WTROEAD1~3

SyINT CREMEN I 552k,

7. Bik-REICEETHERE (B

(EFIFHE)

71 KFN DR A EOBRRIZY 72> T, TR ICHOWNEZ L | 1[5150mg/28mg#% 5 K O
1 12mgHR Y B 5-RRIC BT D, AMER L aE2 ol CBifE L T, BE ORIEIZS TRl
DT, B SMNZBAR T O3 — 54 Ll EOERRFT A B T 2RI OSMABREIZB W T, & 50
WEMAEE IR O LT AFOMRE- HEZERT528, [17.1.1-17. 1.4 K]

(REVSH R 12me)

7.3 RERCRERBEEZZE L CHEZRET T2, [9.75 1]

7.5 FL VR A A G ZEHEE L BRI RS ELL TO AR WG T B A IC KO FRIEN T IS 5 5 862 15
FEHEIE X T DARFN O 5 BT ENLENTH GO IE GEMIZE FIRXESRT2L),

7.6 FLYLTU LIS O FF BE 1 5 G AE LS T AARKN O G508 T EDENZIEA Ox S GEMIZE F IR E
ST HTE),

(ELFI 8D

7.7 ARFN & A BEVE A ZEREE Tt T A A O OF T W T RNE K O TS L TV AR WO T %
BETDHZE,

<RV TV HEHE12mg >

@REHPEN#HE S (FLIR  BBIERTPSMARE  SAEIA T —#) (232SM2013R5R ) »

(BB Ak Ar 1 - 7 — 2 v A7 H 202042 H 19 B T o [ R4 )

FENE RTSMA BT (P[0 ¢ 5- W12 A % 6 [ DL F) 25 AR A 1A 12mg™* 4 1, 15, 29 X V64 H H |
PIBe4an A I S EBEEN & 5 Lo L& O H BEIR (CSF) o J O S 3K Eh pe 2 Mgt L7z,
CSFHIREE L, 5 1L DN5H H 2RO/ R 5%29H H O 51258 imL iz,
05 o L 4 B - AR R B 05 TI3524.8 +387.8ng/mLTHY | H 5B AA421~1611H HET
O i B H R E CEAEOFLPH) 1%, 0.6~0.8ng/mLCTh o7z,

FTo. SMN2EAR 12— EARFIOCSFH K OV AE IR FE L DI, B2 B ML D b
o7z, (Hyb-ECL#E)

REBR P55 B 0D OSF AR (ALIR : AR 'SMA BE. SAEAT—4)

12mg™* ~ SMNZi&An+ SMNZi&Ax+
B3 H R =0 poE— 3ot

1R B/ #&5Ai 0.00£0.00(23) 0.00+0.00(14) 0.00+0.00(9)
150 A/ # 5-#i 14.5211.28(24) 12.6410.76 (14) 17.14£12.02 (10)
290 B /& 5-Ai 29.40+20.11(24) 28.03+16.87(14) 31.32+24.81(10)
64H B /& 57l 20.23+11.21(21) 16.97+8.67(12) 24.57+13.18(9)
183H B /4 5-#ii 14.62+8.86(23) 13.80+7.79(14) 15.90£10.69 (9)
302H B/ # 5-Hi 11.94+6.47(25) 12.99+8.07 (15) 10.35+2.40(10)

SEH)E +SD (n) . HAZ :ng/mL
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REHERNZSHEOMBRRE (LR REMISMARE . AEAT—5)
12mg™* 4] SMNZE Az - SMNZE AR
B 15 0 R - g — 3ot —

1H B /#&548F1% 524.8+387.75(21) 537.1+421.15(12) 508.4+362.60(9)

64H B /$&5-5i 1.7£0.74(25) 1.7%0.66 (15) 1.7+0.87(10)
183H H /B¢ 5-gi 0.8+0.21(23) 0.8+0.23(13) 0.8%+0.17(10)
3020 B /& 5-Rif 0.90.40(23) 0.9+0.49(14) 0.840.17(9)

SE¥ME +SD (n) . HAL :ng/mL

#1:5q SMAREHE AR R FILRHLVITEE T HE R RO L B R OSMNZBRIZ F 22338 —HFT5
ZEERTRIRFRREL DY | 520 R OCMAPIEIZImVEL ETHY, A TSMADEEELIEIR D720

K2 1 IR BRI 125 1~ SR TI/NRISR T2 12mgl AR S T2 KO I O ARl TR L7 2 58 | BB 6 TI
FHRICD DB 12mg

AFNOEBI N HE- A ETROBEBYVTHD

6. RE-FE ()

(REVSHEEE12me)

W X ELTL IENCSE S G0 B IS CRET L2 A& (0~90 H 5 :9.6mg, 91~180 H

#5:10.3mg, 181~365H ¥ :10.8mg., 366~730 HiH:11.3mg. 731 H s~ : 12mg) 2 & 5425, LB HF M

h ZEREIE . BER T A IXR B TR WS AE TR IS KD FIE A3 T I S 58 BEME /) 2506 ([ LTy

Bl % 5-1% . 238, 438 & OB 285 L, LiBe4n A ORBE TG &217u, LR LA O 3 BEVE # M6 0E 12

KU CITAIE G-, 48 K 128 1 G L, LIF6n H OfE TR EE21TH2LEL, WTFNOBEAL1I~3

DT THEERN R 53528,

7. AE-REICEEYTHER (—

(BLFIFHE)

71 REFNIO L HEOBRIUSY oo TE, M7 R HZHONEZ ML, 1E]150mg/28mgfk 5-Kf K& O
1A12mghl Y B IR, AR R e+ Ic B8R L LT, BEORREINT TR
BTl B SMNZBAR T O — 4L, EORERFT A B T HRTOSMARFIZB W TL, &£ 50
VB EEIREF O LT RFIOHE- HEEZEIRT 528, [17.1.1-17.1.45 ]

(REVZH#EE12me)

7.3 RERCIIERELEZEEL HEZHAG T8, [9.75 8]

7.5 TR AR BEVE S ZEMEE L BRR T IR BLL CO R WA ELE FRAEICIVRIENS T RIS T B
FEMIE KT AARAN O 5N T ENLENTS G ORIE GEMIXE IR CE2RT52L),

7.6 FLEA LLAL O3 B A ZEMEE IS T AARAN OB G T ENLENTZS G OIS GEMITE TR E
ST HZE),

(BLFIFHE)

7.7 ARHN 3 BEVE R ZE0EE 125 T AMA O OF B IC DWW T 2N K OE S 1T e L L T2 CiF %
WETFHZE,
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(3) hEE
mYERRL

W EE-HAEORE
B BB

<BE>

%%mﬁﬁgmsz)fs@

In vitroakBRIZIB VT, AFNTIEFE100pg/mLETCYPIA2, CYP2B6 K& INCYP3A4D 1% M4 A il &8
2otz 72, CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 & ONCYP2E1 ¥ 35 7F M 4 B & &
T CYP3AARERTE M A 1L AL XITRLBLE T, 50% HF R E TV 3715 100ng/mLE EFEI-7,
L7235 T, RANLCYPEE SR OFF B A U E A TlEev, /o, Mo AR —%— (BCRP, P-gp,

OATI1, OAT3, OCT1, OCT2, OATPIB1, OATPIB3 } O’"BSEP) (2852 31F 00 5 B I B o i 1%
2kt T2 ARHN O 21T —19.4~19.0% THY (FRANYE EE100uM) | 5 L 10pM TOELV A F bk
P OBEH LT BB O 265 LA ThoTz, Ledi> T, KRBT T v AR — 2 — O B ST EHR T
720N, LD FEHNE DR B AF M 2 F U 72 B AR BB I FEHi L Tu7gny,

. EYEERP/NTA—S
() W AE
I A% B R Y BE 1 I WinNonlinZ W = /o 2— R AU MET 2 E i L7,

(2) UR AR 328 2 5 3K
L L2

(3) M KRR M
AL

<ZBE>UEANT—%)

TR SO 35 B M 7 ZE0E (SMA) B3 &5t G L L= #E 44 55 TR G BR (CST0RER) 18 ik
TR BEIE T D T O RARTE I P X135~ 177 B | M5 th ORI FE 1 25 = I 1363 ~
87 B LHfE S 7= (Hyb-ECLYE), — 5, FLIE AL (F1218Y) SMATIIANFF B (3% 5% O oD
DF —ZNELIT, MBEITIE 5% IR RSB D 2272720 B &2 5 H 528
TERMDoT, 728, FHEN B Y B S (PPK) AT IZ L0 HE E L7z B 38 4 (KR [ oD #& R AR T 2% - I8
B (tf Y fl) 13163 H Tho1z,

[VIL. Y EhREICB T2 E 1. i PR EOHER (2) AR B CheB v i Ok 86k ) 1=
3. RHEEM (Rl —ay) fiifr ] DE S IR

OT Iy e
WM ERRL

B)nmEHE
PN 2

(6) T Dt
% E L
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3. BRAI(REaL—2av) @i

(1)

(2)

RT3
CSFECNSHLBEITAR Y 3702 — 3> A=A PR MR EZ DKM =2 /=AM §52— =3
PR=PACIPDIR AT R A PR T L

INGA—FBEHER

B R B BR 53R (58 T L72CS1, CS2 K NCS10785R | I N HEFT D CS12 K% NCS3AFKER) &~ 10 —19)
OFF7261 (FLIEAL (E 121 SMA B E 2941 K ONE AL SRR SMA B E 4361 ) D& T — 25
WRELI-ET VERWT, RHEMSEYENRE (PPK) T2 £ L7z GEITHORBROT —21%, Zvh
47 H20164-1H27TH FCITBEoN=T —X &2 o),

ZORER, RO EDOIXTOSX AT T M~ OB\ BERL LR IT, XR—ATA U FEDOKE
THY, MAEMIRE, MAEELEOCMFEI)VT IR BTN, MERIK VT T AT EL
2o,

<BE>

RELAEE LI BN WD | K ET LOLE & THAREIIEREE — D E 22 KIET,
HEET N TIL, IEFT BEIRHE B RS0~ 258 DFEE TV E FITHINT 228, 2 & X 5L E H 1k
THETHMESNDHZENG, LR TIIFRICESESEEELZHE L, 25 0L Lo BFITITXEEH&E
T LG NS,

4, IR
HUEER L

<HE>
AFNE, M8 — MBI & (R U R BRI P I BEE N 595 2 & T SN IR I £ 2 ik
FUS T N TERR O R A RS R AR (S BT D,

5 9%

(1)

(2)

(3)

I % — b BE P8 68 14
A% L7

% — B RPTE B 1t
WM ERRL

<BE> (VR UHF)

~ AR O Y E WA GRS A m R (R TR 5) IZBW T ARAS/REELTZEZA,
M T Lo Tz,

MX. JEEGRAABRICB 2 H 2. FiEakBr (5) AR A TR OHES W

it ~OBITH
M R

<HBE>(vUR)

<~ A% N AETE S AR TR (R TR 5) 12 W T, I T O RE O A P E AR E LD
A, 5, 20 % 1'60mg/kg/ il $¢ 5-T0.00847, 0.0252 K (10.0552ng/mlLCdhro7z, 2 HIREE D=L
Sk P P 7 B LSkt A LI T R EE oD ER130.000220~0.000227 Tdh o 7=,

MX. FEEERABRICEBE -2 E 2. BPEkBr (5) B R A E R OES R
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(4) BERA~DFEITH
BN

<HBE>

ARANE . I B BN e 53 %,

(5) Z DI DAH A~ DBITIE SHNEAT—%)
FLYR TR (S4B 25 B 4 05 2 (SMIA) R 2 42 L L 7= A1 S5 AR 3R (CS3ARBR) ¥ o S8 1
U7 3L YR 3451 (#1632 131 2mee KA BAIE P 32 15) D) B 0k T CHELR P il 2 B L 7225,
AR 1 PR 08 SR ALV I 43 AT LT | AR T o2 7 B AL A IEEE . 0 B RSB 10
D FEIE11.93~31.8ng/g TV, H AR CRELIE 0 45 S % I FE P 5~ 10ug/g) 1T 5] i
L7z, Fo, AANT, BRECMAMKICB T =a—ar R OFEOMOMIZIZINZ ., B & O
B 0D LA 2 KRS HLER o B W THL BTN Z LT,

RIEGERENFESHOFGHABFEECNE ZLIRE (ECIR) SMAREDORIREN . AEAT—4)

ik sm « KL I B (ng/g) ik « EL R IR (ug/g)

L 26.0+6.21 NI 3.77+0.87

ik B 18.0%5.07 5 55 4.07+2.82

Hifh 16.9+5.81 PR 1.83+1.91

AiTSH BB 6.26+7.36 i e 8.55+5.08

A EE B E 3.06+0.842 JH fik 5.53+6.39

M) RE 8.36+£2.39 R ik 26.67+9.14

PO (A2 5.89+4.53

SEYJfE £SD, n=3

<BE>(Tuh)W

HEMET Ve Ty MZPH] X pov o & BRI N B 5 LTZBS O 047 12D\ T, AUC g% W T
BHL2m,/ M I130.48ThH o7, ImEEIIMN, B, 2R N RO HE O TRDL
N,

AFNOARINIZAE- ARITROBEYTHD

6. Aik-AE (—BkFy)

(REVSHEEF12me)

WH L, X EL T, IENC D& KBGO H IS U TR L7 A & (0~90 H i : 9.6mg, 91~180H
#fi:10.3mg, 181~365H fi#: 10.8mg, 366~730 H #ii: 11.3mg, 731 H#fi~ : 12mg) 2% 5795, FLIT R F 1t
TR ZEMIE . B PR T AT TLL COVZR WA IR AR T B AT IS L0 8 E 23 T I S5 35 B P 0 ZE 4 12t L i)
Bl 5-1% . 208 | 48 KOO IZ 5L, DiFE4n A ORRE T 5217 FLIE R LA O 5 56 VE 7 ZE M6 E 12
KU CTIEAIE B 55, 48 K O8I 5L, BLE6s H ORR CH 521152, WTNhOHALI~3
ST CREREN R 5352k,
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7. Bi&-REICEETHEERE (— k)

(ELEIHE)

70 KFN DR A EOBRRIZY 72T, TR ICHEONE 2L, 1[5150mg/28mg#% 5-1f K Y
11 2mghH Y B 5B 2B 5, MR V22 H o Ic fiE L7z BT, BE OREBIZE T TRl
DT, 1B, SMNZBAZRF DA —H A 4L, EOREKRET R B T HRTOSMABREIZB WL, %50
BN EEICRTT O BT, RARORE HEZRIRT A28, [17.1.1-17. 1.4 K]

(REVSH B 12me)

7.3 BERCIIERBEEEZSE L CHEEZRE 528, [9.75 1]

7.5 FLIRTABEVE S AT B R IT T BLL TR WSS T 18 2 1T LD S A T I S 405 A B
EHIEICH T AAAN OB G0 FENLRENZH A0S GEITE LI XEB BT 52L),

7.6 FLVET LLA O B S ZEHEE IS T AARKN OB G RN T ENLENTZS G OIS GEMIXE TR E
ZRTHILE),

(BLEI 8D

7.7 AHI & FF BEME I R SR A A O BE IS DWW TR RN R OB DS L WO T &
WETHZ L,

(6) MIBEBHEEE (in vitro) -3
b A S 0.1 5ng/mLT94% L F (94.05~96.13%)
(PR Ak A58 7 & Hyb-ELISAVE &2 ff )

<HBEZ> (in vitro) *"-3®
BN BENE TP AR Bk A R 5ng/mLT25% A (15.14~24.92%) . 150pg/mL Gl EAHE (0%)
(R4 5 vE & Hyb-ELISATE 2 0F A )

6. 3
<BE>
AR Tl eMAERRE, JRFVEE & O F 86 1R 0B O AR H I OB % & &9 572012, A
Fo T EHIE R v N 5T 4— — Ly ha AT L — S B ASHT (IP-HPLC-ES/MSMS) V£ 4 H =,

(N RBBELRTRBHER NEAT—2)
FE NSRS SR 35 4 P 7 22406 0 (SMA) BB ISR A 1181 12me % S 1 i e PN % - L7 g4t 25 1/ 11a
FHEAER (CS28BR) IR\ C, B FEBEIE ., M & QYR EHTR O SN AF O H P 1, AFHKI 0
TRV XL T —E (37 - L O ~HK i) (TR DK 53 fif 2 v U TR IE K 77 DfR-oh 72 Rz ko2&
AR LTV,

80



e 1 B B

¥ DO0O00000000000000° =
l 18ERROA)ITRILAFH
- (R ILtE) -
0CO000000000000000  CO00CO00000000000
l 1TERROA)ITRILAFE 1EEROA)ITRILAFE
(5" Rimh > DN-11KE1) (3" KA\ > DN-1X 1)
@ 0000000000000000 0000000000000000 =
1 16 ERDA)ITRILAFE 16BERDOA)ITRILAFF
(5" R DN-21X 1) (3" KiiH > DN-2X 1)

= COoCOoOCOo0CO000000 COoOOCOOCO000000 -
15 RRDA)TRILAFR ISERRDAYTRILAFR
(5" Kimh > DN-3K ) (3" K DDON-31EB)
1MEERDOA)IRILAFR

(3" EKifH DDN-4L B)
(O MOE(ARFSTFILEMLIE=XILAFR
l, 5 IXURILT—EIckBMASN R W R 3 IXYRILT—HIZ&BMKS R

<7;§%> (_,j.ﬂ/)m)\m

=T AP, ARFN 2 AB B AR N 5% TH B ISR MR P I b S =4 U= %
JVFATFRIE, KENOREARDH T o7z, Fio, MAERE P Tl KAOREEP R T o F &
YAFVIXILFF R (ASO) D9I5% LA B E L, ASOB#E L AW CIXITHEEE DA VI XL A
FR (3 RGP HDON-VREH W) OB PRSIz, SHIT, AR (BEE L MEBE . D K OV k)
Tl ARANORZECARITFRASONTI~E1% THY , RMITEHA VI XI/ LA F R THDH3 K
HON-1, N-2, N=-3 & N4 P ONZ5 K HON-1, N-2 & ON-3{E 3 &z,
NHOZEND, KFNTEIZZXY XL T —8 (3= KOS K b)) (IS L DMK iR %I U TRER ISR
#HInsLE 2N,

X, FEEGRARBRICBI 32 H 2. BB (2) E &5 B Rk OTHS R

(2)RBICE5TLER(CYPE)DHFIE.F5E (in vitro)*? -3
B % S RIS e MR B 3 IR 2 A W e i vitroiRBRICB W T AANEF hor— 4
(CYP) 4508% 3% (CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 K INCYP3A4) % 35 &
K OPHFE LD o7z, 2L TREFAOEEFE 133 550 % FHE IR B (Clsof) 1V 37418 100ng/mL%
[l 57z, ZNHDOIEDNG, AFNTCYPAS0ZE I T AL AR OFER 1 Kk O E R 1 Tidiene
=z b,

QWEEBAYRODEERVZDES
BALRZA

(4) RBMOFEDH BRUB ML, FELE
AL

7. HEit
OAFNT REE K O LU TR P ICgR S SHERIS D,

@ F I SR B VE ) ZE A6 E (SMA) FBRE ICAR A LR 1 2me 4 [ 18 i N ¢ 5- L7251 551/ 11afd
AR (CS23ER) "I\ T, 3[8 H (85 A H) D% 55 24 K¢ LN IR H IS PRt S AL 7o AR Al o0 A 28
BARIT, %58 00.6% Kl ThH-71-,

(Hyb-ECL#)
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10.

11.

. FSURR—E—ICBBT B1%ER (in vitro) *

In vitrostBR1Z 3B\ T, BCRP, P-gp, OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3 } (’BSEPIZ
&2 BB Ol 25 kT AR O L E R I —19.4~19.0% TH 7= (B E 100uM) , £/,
IR EE10uM T OV IA 7 kb K OEH EL I35 R D265 LU T THY | ZNH T AR — 2 — DR Tldigh -
Tre TNHDTENL RENIIT AR —2—D B IR ER T TlieneEE 2 o7,

B FIZ R BRER
R

BEDEREZATHIEE
PN 24

204
AR L
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. 2 (EFRALOIES) ICEISEE

li|||ﬂ

RBELEDEH

-3
=
ZEL7R0

NS

2. BRABLEDER

2. ER(ROBEIZIFEBELELCL)
ARHND A7 (2% Ui BUE O BETE I D 3% B3

<S>

W BUEZ X35 — AR IE R FHLL TRIELT,

ARFNZE A SN TODR I L CRBUE DL RS2 B H 2R — il n 2 &0 T 258A N mR G
=% E . BOMBUEERZ BB T8 NBHLI0RELT,

3. MEREHRICEHETIIRLENHA
(V. 2. eI RICEE T DIEE 1 2SR5,

4. AERUVHEICEETZIEETDER
(V. 4. FIEROHRICEETIERE IZ22RTHIL,
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5. EELQEARNIRELENER

8. EELEXRMNIE

8.1 ARHI D H 1%, 5 BEVE D ZEME OB W K ORI+ 0 72 ek - i BR 2 FF S E i O b & TIT
2Z&,

8.2 43~ 42H MO At R EUT-ERIRFER TId, A% 52~242 H i DI 2 xF G L U7 ff R
FRBR & P U O B T 3K IR B AR 515 B A s Uz, 8 AR R SO SL B 8 R oo fe 3
WCAHN R G532 E 103, BEOREBLHEEICBIZE 7528, [16.1.4, 16.1.6 1]

8.3 SN CTHLD T TR AA VT XL A F RH D B2 T S LF RN B G- (125 L O B i/ i
B E 28y T ] R B M ONAL/ NSRBIV 3 ST, ARFNC W Th I /N s
MBDHILTNDTD | ARFI O Fe 5B b AT M O G- J1 R A e 8z 5 (i o) koY
BEEREMR A ZITHIZ L,

8.4 MBS THL DT L F v AF VAT LA F RUF O BT SOIFIRN &% 512 ICB EH ARG Sh
TV, Fo, AFNCBWTHER AR DO EFJBFEOLNTWDT0 | ARFKI O 5 Bl bA i & O
G T E RIS B R R R A A TO 28
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R 7e 4 SPINRAZA™

=y Biogen Inc.

DOSAGE FORMS AND STRENGTHS
A - & & Injection: 12 mg/5 mL (2.4 mg/mL) nusinersen as a clear and colorless solution
in a single—dose vial.

INDICATIONS AND USAGE
ZhRE « 2h R SPINRAZA is indicated for the treatment of spinal muscular atrophy (SMA) in
pediatric and adult patients.

DOSAGE AND ADMINISTRATION

2.1 Dosing Information

SPINRAZA is administered intrathecally by, or under the direction of, healthcare
professionals experienced in performing lumbar punctures.

Recommended Dosage

The recommended dosage is 12 mg (5 mL) per administration.

Initiate SPINRAZA treatment with 4 loading doses. The first three loading doses
should be administered at 14-day intervals. The 4th loading dose should be
administered 30 days after the 3rd dose. A maintenance dose should be
administered once every 4 months thereafter.

Missed Dose
Missed Loading Dose

If a loading dose (any of the 4 loading doses) is missed, administer the missed
loading dose as soon as possible; adjust the date for the subsequent doses to
. L maintain the recommended interval between doses.

ML &= , ,
Missed Maintenance Dose

Less than 8 months from last dose

Administer the missed maintenance dose as soon as possible; then administer the
next maintenance dose per the originally scheduled date, as long as these two
doses are administered at least 14 days apart.

At least 8 months but less than 16 months from last dose
Administer the missed maintenance dose as soon as possible, followed by one

additional dose 14 days later, and then administer the next maintenance dose 4
months thereafter.

At least 16 months but less than 40 months from last dose
Administer the missed maintenance dose as soon as possible, followed by two

additional doses 14 days apart, and then administer the next maintenance dose
4 months thereafter.

At least 40 months from last dose
Restart dosing as described in Recommended Dosage.
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2.2 Important Preparation and Administration Instructions
SPINRAZA is for intrathecal use only.

Prepare and use SPINRAZA according to the following steps using aseptic
technique. Each vial is intended for single dose only.

Preparation
‘Store SPINRAZA in the carton in a refrigerator until time of use.

-Allow the SPINRAZA vial to warm to room temperature (25°C/77° F) prior to
administration. Do not use external heat sources.

‘Inspect the SPINRAZA vial for particulate matter and discoloration prior to
administration. Do not administer SPINRAZA if visible particulates are
observed or if the liquid in the vial is discolored. The use of external filters
is not required.

‘Withdraw 12 mg (5 mL) of SPINRAZA from the single—dose vial into a syringe
and discard unused contents of the vial.

-Administer SPINRAZA within 4 hours of removal from vial.

Administration
-Consider sedation as indicated by the clinical condition of the patient.
-Consider ultrasound or other imaging techniques to guide intrathecal
administration of SPINRAZA, particularly in younger patients.
‘Prior to administration, remove 5 mL of cerebrospinal fluid.
-Administer SPINRAZA as an intrathecal bolus injection over 1 to 3 minutes
using a spinal anesthesia needle [see Dosage and Administration (2.1)]. Do
not administer SPINRAZA in areas of the skin where there are signs of
infection or inflammation /see Adverse Reactions (6.3)].

2.3 Laboratory Testing and Monitoring to Assess Safety
Conduct the following laboratory tests at baseline and prior to each dose of
SPINRAZA and as clinically needed /see Warnings and Precautions (5.1, 5.2)/:
-Platelet count
‘Prothrombin time; activated partial thromboplastin time
-Quantitative spot urine protein testing
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8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the use of SPINRAZA in
pregnant women. When nusinersen was administered by subcutaneous injection to mice throughout
pregnancy and lactation, developmental toxicity (long—term neurobehavioral impairment) was
observed at all doses tested (see Data). In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to
20%, respectively. The background risk of major birth defects and miscarriage for the indicated

population is unknown.

Data

Animal Data

When nusinersen (0, 3, 10, or 25 mg/kg) was administered subcutaneously to male and female mice
every other day prior to and during mating and continuing in females throughout organogenesis, no
adverse effects on embryofetal development were observed. Subcutaneous administration of
nusinersen (0, 6, 12.6, or 25 mg/kg) to pregnant rabbits every other day throughout organogenesis
produced no evidence of embryofetal developmental toxicity.

When nusinersen (1.4, 5.8, or 17.2 mg/kg) was administered to pregnant female mice by subcutaneous
injection every other day throughout organogenesis and continuing once every six days throughout
the lactation period, adverse neurobehavioral effects (alterations in locomotor activity, learning and
memory deficits) were observed when offspring were tested after weaning or as adults. A no—effect
level for neurobehavioral impairment was not established.

8.2 Lactation

Risk Summary

There are no data on the presence of nusinersen in human milk, the effects on the breastfed infant,
or the effects of the drug on milk production. Nusinersen was detected in the milk of lactating mice
when administered by subcutaneous injection. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for SPINRAZA and any potential adverse
effects on the breastfed infant from SPINRAZA or from the underlying maternal condition.
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8.4 Pediatric Use
The safety and effectiveness of SPINRAZA in pediatric patients from newborn to 17 years have been
established [see Clinical Studies (14.1)].

Juvenile Animal Toxicity Data

In intrathecal toxicity studies in juvenile monkeys, administration of nusinersen (0, 0.3, 1, or 3
mg/dose for 14 weeks and 0, 0.3, 1, or 4 mg/dose for 53 weeks) resulted in brain histopathology
(neuronal vacuolation and necrosis/cellular debris in the hippocampus) at the mid and high doses and
acute, transient deficits in lower spinal reflexes at the high dose in each study. In addition, possible
neurobehavioral deficits were observed on a learning and memory test at the high dose in the 53—
week monkey study. The no-—effect dose for neurohistopathology in monkeys (0.3 mg/dose) is
approximately equivalent to the human dose when calculated on a yearly basis and corrected for the
species difference in CSF volume.
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