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JRRIOH 4 6r CEMEHTAEY, DIRE, BRICK ) BEAEMEREOE 267 (B 0 EROKN 3E) %5
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— 2 B SERT, ABPEEEE 72 & % < OFERRIN AV L T D28 Z OB G M AZEN K E L | fERIA
T EMER RSN E N, o ClE, AFENHIE &M & OB G e Sh T b, fk, ks
LR TRE TR FOBEITENE SILTER, 7 AT FIEOFE LWL & 2, HTRALE
(B 5 & B ORM/NMILE R . RNF2138AR 721 & B3 N kA2 78 &L A RIE I BE S 5 B AR D
REIE L IRFRIEISE OBREDEED DTN D, FTIERIREAR & ST EIED IR/ L IERIMAFIETH 5
£ #Z2 51, Embolic Stroke of Undetermined Sources (ESUS) DAESNMEE S 7z, IT4E, Z DESUSD
BEEIZEE L TR DTV D 28, ESUSOZERRIR T & 2 J0 I FLBALE IS x5 2 1% A2 IR P FLBR A0 0
MBI OAl Z A AL EF A S K LT\ D, o, DEMEN R 5N DB 2 & B
T 7R RS 2 W T ZERRIRTRIR S AT RE & 72 > TE TV D,
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fa R K- DR HAT [ &R AL E S PEHICEZh & S50 — T R 2 x5 &9 DA ESGE
T u—F ]\ IRAD D D, B AT, BEIRISFIER IR LT b M E PR E IEE O PR RIIA 143
& % D FEAIED, MBIk B AE, — MM R 1R, ARRERIMEIRE 2 3, ERE ORI E W TE Y 22
BE) TH D03 YRR NEITREN L =D — D TERERIMIE A HEET 5 Z L AUETH D,
25 AR K- O - CIIde R D b O3 E LT T 2 A3, D AETHENE S V72 K25 R T 85 O 7= 9D O ek
MAEFEROA M2 MEES D RESPECT  AFFEOFERAFER I4v, AP EFE TRHICITMEE 130/80 mmHg
KR E S 2 FOA AESIEH S ivlc, SBRIBEEHRZITI U & T 2O fEBREFEFIC OV T H D
EMEOTE T V AEEML TN 2 EREE LB X bvd, FEOFIEREIERTS T O b/ IMEEIL T
2V, ZurERT LIV, aRZ = ARERN O SN TE T, 20214E12H, ARANIZZWE S
NDCYPCI9EIL T ZRIDEEEZ T WE SND T T AT VLIVNT 71— AAPERNEIE, T 7 - FE%E
TOMANERI NI, 5%, BRDEFR TVROBABIRALEETH D,

SVESNAHRCRE U CIT FIERS 2405 LA 0> =Bk PA 2 0 i ZE R HIE G2 k4 2 Ja) B A = U4
i (MIMENTER) OFTMEICET 2= 87 U AR ML S, SEINERO R E BRI & 5, 2V
BRI BT DIMIMEPIER O BEEMEN B E 5 2 L I3Ee K9 2372 < AR NRLEE O Hrs B K i & TR
(2B LT ERT Y AR S AL & O FAPERE LR e SIS B R 5 Z L3I s b, F70, BIER
4. SIREILLN ORI ZE (23 L TUIE T VT 77 — B & W I MAREFERIEM T O D, ZOREE 91T %

ERD 5 %I, ZOMRIFIRER TH D, AR, 2EMED SV BRI OB 7 & HE
TH D, W CTHRETOT X T 7 T7—RBIXT VT 77— % LA D MR E 3N Es S, Fek Tk
CHEFAR INTEE O TE TS, DRETHT R 77 7 —EOEADT= D OEGRMFFEH I fi
HTHLM, NI v 777 %25/MET HRBUETH D, £, WMEEZE 72 &% O oIR8k
PIGIE. NEBITEIER L ABHDIR IR OIS DERIEF O Rt 7 £ AR & iRk Ufabirt 2 fi/ME
T 5 IBPR RIS AL O 72 D OEGRBFFE N ENAL THED BT D, IMZEHF 2R IR O I D 7= DMz - 15
BR OSIPT R R EAE N 20184F 12 I [ES THRAL L, 20234F3 7 (215 2 B BRI o ot FLAS G 1) 23 Pl
WIE S e, SEERFR T RINZER o 7 —2GR0E S 4L, F 72 BT AR R LA T RE 72 ha gk 1 — Yk
Efi o 2 — a TG HE S, RERIREERIOFENBE Y F THEATWD R, £ O TN
IR & & B I FEBEAREERN A - TE TV D, MM A (RS 2 IR SE O BA S I ZERRAIT & 151
LTWDA, MR = M, BRI TIEEE OB O FTHEEA] FTBRRIE OB 2 5 X
ETHD, MHIMLITKT 2 BPEIREERRE, SAMBHREED R, < BT Ik 2 AARTRRRE 72
SO TIE, s & OIEFFFEIC T BT U A Z L L TV BN D, S HIZ, AT(ATL
HIRE) 216 ) U 7o B 2 Wi B0 i 98 U A 7 ORHALAIE) . Folin i@ uiigh 72 & Az eikic s
J 5 R DRI, REEOBRF P ED N DL ~ETH D,

ML EE T 2 5 N ) T =g VTADTHY B Y T = g VOB TAL LR
LR HED DI TND, EBMRRR, A by 7 ZEHIH, e ARy MRV B 7 —2 a2 BIL (7
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A, B OO R (/M) ORERENER SN THY . ZOBREREIZ. & Ok
EREFFO, MAEMRRAVE, MM S —F Y =X A MEEFR TANAR, TV NA = —iile LD
RO TREE VEBBICER T B0 T05D, 204, KERAETZES 7 2 U 7 ENHA
ZeT (NIH) G/ MIERFZEIC R & 22BIL S ED B, HFEOHEER RS STV 5, BMOBRER M E
ThoH/PMMUEDORE THDL, 7IvA RT XA N"TF—0, M/NLEDOEMRE & S 2 DML E TR
DWT, TOBW, PHIHEEZMRIL T BERSH D0, BN/ IE R C & 2 K8 MEgEL HEMiEs
P HYLNEVMERE CADASTL) 12X LT, 7 R/ AT 2 U oMk a 2 U 20 & - BRRAF e
THTH %,

LARIN 6, 23 A BILIEARIE I & 2 BMZE R O TFFE TN DAL TV a3, T 4E, EER R Mo —B & L,
WA ERZEHIZEIT 5 LY A N U BSOS EA TV D, BARADIELERIKOE 1AL EMHT A
(BA), F AP ERE THY | MEOEHHIH L, UL, WEOEDHIIZIL, TEFT AR
FIEILDELTELOREST v Ay h=—XRH DT, BRI &N ABIRICE D 5 2RI X
DRIV 1A & AR O BN LI TH D,

anp

41



(2) FHiERIES

FEY 7 A

® thRRBIEZ L & U MR S5 D 2 A RIERIEDBRFE R ER SO H D,

® ESMEME & T A AR DRI FRIRES . I EGIEGIRR S AT L)
Bl IN TS

® NovoTTF 7¢ & OBl ERMER b IRBRIGK S Tz,

® ZDMDIEE TIXZ < O FEEMIRFEIEDOBBENED LT\ 5,

PR RIE T O L IR IT, BRAETIZIZ N E TEE U OB SRR LT D, L
2L, BRSO R E e EOMRERE B LT & ZICETHIN D OIIMMRRNECTH Y, £ 2 T2
W S AMBHOIR IR DN LB 2R S T2 B ICHARHTRIT SN D DR — R TH D . R TH D,

Fo, MK - BFHE - RAEHRIEZEORZENL, 20 Vo — X HilT & ETEORE & RICEG R 2 0
BATREAR 2 20T, MBS TITMAR RN E DR G203 4E 2 HR LT & TW T, BRI EROK E TR
RS IR AR BB RUA L 77 U C [MIESZIR AT A R T4 ) 2T % 72 EREMRRY 2 T8 2
B L TV % ([E NICE: National Institute of Clinical Excellence, >([E NCCN: National Comprehensive Cancer

Network) .
BT, M- TR - RIARIEEOIBE S . 2 THFHTIE D i Tl < EHRRIEEe L i a7
FONBIER b RE b ELAZ 5D S, £7-. 2016 £ WHO MBS SR, SIS SYHEDNEL

DANDI, 3B a—ZFFEMY A =T TEMTCTRAERIEITINZ . TEED 7 F U RECR IR
Bl EOF LONEBHOIRIRIEN R 2 LR SN TWAH Z L EBE L, MIERICL 7Ly Yar - AT 4
VU ORRDKRIZE VS THE TR, 4 TR 2165+ ) FRUZEBAL TS E D
WZ D, AREORRZ RIE AT L & RIBOR & ST E 7o R I ORI SGE R E D72 D12
WAL & RERIC AR R 2 B b D [ A R X B2 il - 38 - KA RIS TER O BFSE DR
DMETHDH, PEEICEBNTS, W CIImiR %2 5 &3 2 E5ENFEHE (neuro-oncologist) 7A3EE S K
TG DAL FIRIEZAT > TRV | SBRIDE T b MIEE 2 5 &3 2 RN B E 2 B L T < LB
bD, BAERMICITEE ZLONAT ) MENTFERZ S L 10 LTRSS 28I 95 precision medicine, 0
FERAEIZLE D HT LB DHEDE R, %O 772 8, #igt. Z2HEOMiE CORE G RO bivd,
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hE Y 7 A
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e EA TV S,

o Ltk ZTNOOREEZY LN T H7-0IZ PET 72 & & AV BRI 2 A 3
WETH S,

TAETIE, BolEREE b7 & QNS Hsk 2 R —> O KA~ T, 5] - SMEIC K DK - FREREE
ML T&ETWo, o, ZIMEIIKR L L TEHESMEOBERFR TH 5, ZOX I RAR—YR
B FE S B L7 - FBEAME OB L IRERIE, 2 hE TEE L TEBARSCRMi AR T b T
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BET DB DTN TIEARV, B a2 BV TLIRRIRRENETT L, BUF, [EEREE. i8S,
ROTREE . TEIREE, EEEE (ON—F Y =X A K, EBRE R L) . REVER £ OBRKIER E &
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HAME O SABITHE K 3~ B A THEOMIR M T, BRI AL E LY v AT — R EEREEZ D
TV D, BRKTIX ATE/CTE & U CRMHEERNEHZ 38 T B IEM T DA T2 0> b EE OB TR £
TITOITWD, RILIXPETIC L DA A=Y 7 bR L T L7 ¥ 7 ie 8OO R 72 8l82n
ARRIC 5> T D, DRETYH, ZOX I RNBNRT T u—F 2B L3 52 1B IEIMEMEK - &
BEAE OFF REME B & IRFRIE D BRFEIZ DU TR N B OFERI 7 B RS LB & WV 2 D

S BIZAR =R FIZ OV TE 21X, ANA Sports Neurology Section Strategic Plan (ZH % 5 X 912,
AR =N BR L7 ARG I DUV T OWIIE L IR AT 5 1300 T2 < IR B A RO B O
AR—=Y BINA~DLERMZE D T &R0, MR E O MR LB 22 538 E & ADL I R T 84 Bfig4 5
ZL, HEBOL L TREN AR  A A BT D 2 L e EiE, RN O K& B Th D, BRI
AR—= VIR TR D RB S SR | RO N & B 5 iR, BeEs, MM, BiRmEEE L
MY Tl FRRRNER D 5 RESMER R, XA B U IR, mLE . BRI, BEAL
HRMEIE, A > T AR EMIR, D9 A » 7 AT LARN IR AP 72 B 0O 23870 S AL T AN RalT
TIHBEED A F=7 L LTRSS TR Y ZOREOMRE, 1RFRIEORENREET TN D,

FIREAR=VIZBIT AR EER LTSN TVAE, ZEOHERE < EOL T FiThs: -
FEAE DIRTFAE « PILEN LN E R ohole, WMERBEEL I DT 78—, TAV 7y hAR—/L,
Fli7e ETTIHBHRICBIT DA RIA U BIER SN TS, EEEIILD T HERFKIKHT D51
ROMEITMRFES B BEHK L & I L TN RETH D,

HAFRE AR AR — VNt 7 & a Tk, BUEAR—VICBEGR LRG0 5 b 18k
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Y BINOE B BRI OWTRET L, TENIRZENICET DA K74 U 21ERT I8 & BB Lo
OB B,

44



(4) BAE, BHRMBERERS

FE> 7 R

NA T =T =" HNIZT VY A = — i DAY PRI W R E DS ST,
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Fh2 O B LIZ PO GRAVE O A OFUT 2 L2024 4EITIZE N T 443 75 A (65 1 LL EO @l D 12.3%)
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2000 FERL D BITONTE =T LY NS = —JF A F~— I — DS & B L7= ADNLAFZE 722 & D
Zisk R FEDFEE & LT, 2012 FEI2 NIA-AA 12 XD TV g = — i OBW R HEN LT S, A
F~——ERAOZHIEEY AD (L2 ) =%/ AD) OBWREHEL 220D | & 51T 2018 4EITIF/ A
F~— A —ERANTZT VYA = IR OEY P WERE (Wb D AT(N) Y AT L) DR ST,
FRCHFZEIC RN TIE, 2 FREBORFESCEEZPIEICT 5720, 7 I N, Z 7., FRRZEMED 3 FEo
NA F~—T—ORARRPEIRL e oTe, TDL D RN F~v—h— % ELHRIRIL. DRETH
J-ADNI 72 EDMTHOINTE 2R, Bk &L TR TR/ S < BB Th 72w, E£72, 7Y
A 7 —JF LS OFRAEL BIZ R 2 B0 LA TR TV D, B E LT, 29 L7 ERRAFZEIE R
PR AP 2 3 ORI A 232 < . ZAUSFEV, B ZAT O EACHIR OB, 3 —F 4 X —F —
R ENHY Y — 2 DORARSCHEE BRI & OB ISEHEN RO LND Z &, DD EANKE N L%
FToiLd, TDH, WNIHREZRFFRERIZHEE TELDDRRROBETH D, £lo, M A~—h
— & L TMOZEMRREE L0 B < KT 2 BRI O ATV 2@ VIR TiEd 523, REDD 72
WIAEAS A T~ — T3 — D Z M HEDRGERHED BT\ D,

T I NA IR TR AR B O Tl IR B EA Th 203, BUEICE D F CTREEMSE
DIEFRIT KRB X Th o7z, O T, FES, BEOHT I uA K B HURIENE 2/3 FHERER T, —fIE
NP REREREH LTS, 2021 7 7 2 0 X~ 7 BEICKRMESEG)F (FDA) TR
AT, hRESERED AfEFE, 7 I v A RNEHEE G R (Amyloid-Related Imaging Abnormalities; ARIA) 72
FOBEFHICL Y OBRETORRBIIAEONTZ, LrL, i7e N7 4 7V AFERETHL L IR~

TISHESE FDA, £ L CONETER I, FIRBUS COMMANATREIC R > 72, ZOWMAUCEISTE 5 &
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O ORFEMIEILE T >~ T — 7 ZREEE L JHIR - 73RBS K ONGHR - TIIEBSE D 72 Ot %
RANHEE ST DD D,

FFETRE Z L, BEE, R THLT YN v —IRIFMEMR AR BT o 0 A BRIk &
DOIBERHLL N LD, ZOHIEIT b BLRAED wRIZEILZDO L OOHIEIC HL#ER LD THY |
ZDA R NMIEWFIICHLHEEMICHL T b TRE N,

BT, BEETH L RO D ERMHEEER S & U Cofkx ik, Fl 3050, KT, K8, §t
GREE, FLMEREEE R EE . BT OREE . WEATE R SOITEVRT . AR, ER. 5 oRiE, B
71, EEHEREE, MEIRREEE A2 213, MR BRI OSERE & BRI Z Y, DT, T D OFEfE
OEATIRE, BEEE - xy bU—27 | BT 2 3VENRROI M TS A~ — I — DL LT D
PR RIC I W T35 2 & 13, MR ORI O RE<S BT 2 L b s, ZHucidm
GRF AT L 72 D,
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FE> 7 R

RKRETANATIEIA F o F v 2V SN OB FERNBHA LN o7,

SFR T T AR Y N T =T IREED TAMNASFEIE~DOBE MR SN2 o 7,

PUTAD ARSI THEEEIC L 22 Wridl - 731 ZADBRBEDPLEEND,

Fv MU= IREOBEEN T — T — A RO=a—aET 2 b— 3 VIRED

B NEEND,

®  TANAZHHLEIRPE D2 E BRI X 5 RIUEER IR 7SR S O EE & CiERy2 ik
RHIOFEE N LI TH D,

TADAIE 100 5 ANENLTRIES 2BE O EWINHREE TH 5, Rt ORRTRIER - AR
RGN - FELFIEIC 28OS ME RoTc, AR TRIZESIRVLODHEIZTHEZY 9%
RIETHY, QOL OEWVERE - BEHFKEZ B T720I2, BAEE LTLoNY RV HOLRZEETH
. ELWTPBI-IRRIEZRRE LILD 2 FRRAIREF XD,

TAPAE, EROK) 100 NMZ— AN & @mBEIIET KA T, TEEMITIRIENETITIH 505, i
TADPABIEREOERIZ LV L be— T 5 2 L3R TEL LI ko TE e, EEiinth
KNI oR, MR FEFRIEDOBEITINA ., IR FRRECESS 72 ST B L7z Sl iE T A
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Think TEPE]D FERROBRZ R L T D, WRHRRIZINA T, TADABERHIHRCT /31 212
F DREFNERE £ TR OIBIRITIRV A, WEIRIRHRERIR 2T hRW E#I b L, E7oamg 8o X
SVWREBTHD, ZOLIRBURZEE X, MHRNBEIIRA TANADONEHEROHENFL LT
TEITEBRDAYGFIND, RS, 1TE - BEZEEL - kR & i L <. TAA SRR (B
15 29 ALENF IR ICTRRE) RLTFERY T A AR R R OB 4 2 E TR L. KRB RIF 7SR H O 1%
L BB ORI SRR SN HET 2 2 LN EELRRETH L, #HAICAHTH, WHO 7% 2022 4F
5 A0SO 10 R T= 5 T[RRI 72 T A A & 1 B o S TENFE 1. Intersectoral global action
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v hU—=ZIZEH L, =7 =27 A XORERBIEFERO iPS M, WMA/LT /A FCEHET L
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o JTIHii OIFAEIC CGRP X° PACAP38 235 LT\ D 2 & BB LM &AL, THHREER
HOL—0y heloTnD,

BREIE. H Y SNIIERTRED O ADPRERT 2, —RMEFRIZEFEZ O b OXMBE TH L2 RETH
TR, BRORIVUETE, WIS & 5t = AR A AR TR 22 SIS S TR Y . RO %
{ERENTWD, FERIEEBEEDD B HAEOFENIEFIZRE WIMREE TH D, AR OGN
BRI, U T X ORI L0 R L SRHERIEICE £ o TR0 . AMEENERIEOEREZIC X
DBMAL NIRRT REFIE L 72> TV D, b U X AT YUHEVE A 5 0 R f D FR o ibd i 4 s
DI 5 RIREFIIFEACE oS BRMEDOEH NI AI VX VBB S WVEAATREL 72> TV 5,
SRR I R ORI ESE I BB AR R B A BT ALY b =BG F R (CGRP) & 4 —
7y b & LT2FAIOBRIEMRHED S, HCGRP HUASE (WL WX AX~T | 7L ~3 A~ 7), $LCGRP %
BRPUASE (2L X~7) BREFOTEE LCHEAEEL 20, NSRS SR LZ, &
BRSO CGRP #EHIEE (70 b)) BB SN TWD, %< OFRREE N 21O OFIRIBIEICT 7
TATE, TORBICRE 2REZEM I D2 LERS D, HFEHE T, BROEHET LOB%, JFK
AR TOBEE G T OEBEN R S, FRO—EE LTA A0 F v FOCMRBEYE & OBSE S /L
PENTWD, SHICHHEREEBRIC X DIMAOMFICET 2ENET L C\WD, b aHiEL, IE
ORI OBW Z FTREL L, L 0 SR @B LIAR - TEHIEZBRT 2 0LERH D, FRMERERD
WX EBREERE 0 3 D B ASEERMERR ST\ 5, 72, DAEICET 5 R EROE T AL
ENEHERIEIR DY R A HEET 27201 THROBIR T A K742 2021 MMERSNABI TV,
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(7) FPREAEMAIE

FEY 7 A

® ERVEMREANIR B~ DOIRER « Bin FIaREN KRB SN,

@ TV YV—LI— T UADFEEIZLY, L OBGHERBOBZWEINATREL 2o Tz,
® X TUMDPET VWY RIS T,

o ZEMEBOIFRYZ X7 BEIZHOWT, O, MEERHESIA ST,

o ZEMERBIZEBWT, U A UERDOEFENEAT,

o 5Ltk HEHBZW & TR THAERELATZ, LUANVEfEENERILETH D,
® Si%. BEERMIRIR & WA A 7ol LB S LB TH 5,

PRSP BRI X, ARARTBIR O T ORMRICH 5, 3. HREMEMZEWE (SMA) 1TxH3 5
EIE, B FIRENER L, 2, 8o EMREIC L, AEAIID TEDOTH AL HIZH
RDOWTEZFH THD, ET 2= XBFHUA Ma 7 o —iE, BEME ATTR 7 I F—3 X
(FEMET I A RARY =2 —m/"F—) 1T U THEBEIENFER Lz, B i, 8RtEon
PRI U, BEIES, B FIRRIC L OIRARFEES YL L FETh D, ZOMIRIT, 2
b, ATOBMBIEMREMEREIGHTE CTH D, FEE. FHEMEFEMRMMREE, ~rF o b
R~ DZIREROIGER b BA S, FIR Y 7 E O Bl SN Tnd, £, BFROERZ ¥
— 7y & LR S TR EIEOIRR G Bills S 41, ZEMOERMBERAEZ L L9 & LTWnD,

ZOWNOH, FOBRBOWBRITIE, BBEEOIGBRITIECZOWT, WEE TOBERE TR O AT
BHINDILERSH D, £72, IHROHBRTHH0E 22, REIEF OBIG -2, 1R ARG
[ZDW\WT, ELSI Z¥VH L, #EEHIEZ BT 2 0ER’H 5, S 51, BIBHEMRENER BA~DJEMmR O
BWTiE S U TR L~ L TORISFIRETRR b HREFICA > TE TV D, ZOEKTIEICH L TH,
fRERAY, R RS OTENH L & A HEOREZED 2 BN H 5, FRHZ, 26 OIEH#IC
B2 A A AR A ICHERE T~ 2, RTZ D R EBEMIEIE, BB FIRRORHMUS, FAE D EERA 72 A
=TT TRE LR, BRAEE LRV Z ENEEND,

—Ji. REHE 5 2 IERREOIMFHEIRE R BIL, ZOEET 27 37 ERFEE S, Rk
DHFEREATE, T BB RV BT, WWARRDBEE VO BRI D 2 L AVHIBI LT, WK -
WHSHEE WO BIGUT, 7 I m A NEEREIED KOs /7 E RNA 22 ER0 T ENER 2 Ff
STRRBEICESTIEHEDOZ LT, 2 OMREMIRBIZHAOND X VR BEERNRTE L& o)
FIZR DAl REtED R ST, ETIERERZ VX7 ENRRIC T, BARLWMEAIR S Z Lk ST
TN, 7 IAABIICLY ., RLH 7 ETY, HEMEZ b OREOEREEDN, KEEICRRD
eI LTz, ETo, BEOMN G L BERE ~ U ZOMKICFT BiATe & | WIEHDOF—D ¥
VR EEBEANTREOBENGIER I ShD 2 &, EHIIEZOBERDOHEEIXTTOREHRAND
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BRI T 2HBETH DL 2 LR ENT, ZRDOMRIT, MREWEED, Wb b7 U A UK
AR T 5, AL, TOBRICEEE 52 5 ERORTND, &< B LW IEO B
DRBEOLNTND, ZONEFTIE, EWHER, JEiREMET e & thOBERORHFE ORI 722 A0
FHaEbb L TWD, BBETS, KA EHiER SPring-8 (XD a-3 X7 LA UAEEDMHI 72 &
oy B O OFHRG 22 E DR A FIFTnd, LivL, RiZHaTidiad . 5%, oA, b
RECFEIRE D, MBS T ~OREBI 2B ANE TiE L T HMEOHORHE . 2N a5 AMO
BN EEND,

FTo, EHENREND, Zhb DX X BEOROBRIFEHAMRREDTELILA, B A s A 3555
HZEPHHLOOH D, ZOEMND, TNHDOX U RTEIIRT S, SIREIENRRE SN, T
NA—IFIIH L, P72 aA KB HURERTHD LR~ 70, WAETYD TORBIEMIKE LT
ARSI, AR, Z U, a-U X7 LA AT 2 HURBRIEOIER b ST\ D, Fizo, # oS
7 B OLEEANEN 2RO T V¥ = OF B/ IMMETIEIC ST 2168 b EN TITbi e, ZREEMIEIC
st L CiE, BEBR T DEM E oo T a A A QL0 DIRBRN TV, ARMENFIIES LT,
—77. BAETIE, ISR AMRBRE RO LD PS BMER ST, Zh b 2RV =3HI 2 7 U
—= U 7SR FEHERAINR S, IRROSED DTS, TS, B, Hx 2iRERDS, VRN
MR ISR BTk Lt B AL DR & 72 o 72,

EBRORFRICA Y | #RZEMERE O R OB & | EMER TH& THOEEENLD TRHS TN D,
AR BB T, BUTE DR T TR T & 20 b 2 FIERE TIX BN AILITEVW E B2 b b,
Z ORI, TTIZE L OB KDL, BE X R E G IRRPEIZIAN 5 TS, IRBRE T S
L7202, XV RHONANBKETH D, ZOmIIE, BIERT, b L <ITE RO O BH7E 2
BB THL, ZORMT, FEMY N7 EICHT D8R8 U 7 R AW PET 13, #iffCT&5F
ETHDH, ZORF TR, TBENRY T ROBRFETHRITLTND, Fio, MmikCERiK 2 VT,
PRI SE & SR~ 5 /XA A~ — T — R Z 20 T A HEE LR 5 HEEOBIR D STV 5,
BOE T EEOVHEE AV, MiES T VY A ~—IF ORI % nlfe &+ 5 HAMi SR Sz,
EDIT, N=F YR LT, MEFD o v X7 LA DY — RERET DHMNRE Sz, 4
%, BRE. b L IIRENOIRENLZEEIT. £ LT, ZOET 2B 2 2 B OBRFE 3,
FECHEE SN DR ETh D, FEEITTCZENCBE L Tid, AL BEE 7 V2 RRIIEA L,
REEMF OB ET V25 E 2 ETo, ERAEORV., REEITTT VOMERNLEENRD, ZhICX
DIRERN X 0 R HED LD Z EnHIfF S NS,

PRRZEMERBAFTRICIE, B L UA NI BREETH D, BOETIE, EREREICRY, Zhb o
BOBEIAD, EFET 7 EABRHELINTEY , REBENLTHD, LML, ZOL TV MY OFERIL,
PRI Z LI, AT THD, HPETIET ) A RPH Y A b7 4 —JE, ALS, A SMA D LA
NUDBHEICRS>TVWD, ZHbEFARL L, 5% BRANINT S, MREHEBOL VA N 0%
HAEEND, —F7, BEROERIERZOI L, WAETHR—F Y 00 L T o /IMESE O RTER ]
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aR— MFEMTONTEY , SLRDEENLEEND, S 61T, ARRE, SO, 2o
HEE L 7 — 2 DEFUEDBLETH D, FFIT, MRRIRELOMIEDG D720 D52H ) | RER kL)
VETHD, b MEEMEREZ AW OREEMT, 2< kb Ty, SEEMEKROERIT. DrE
MR H Y . B EHRICEBEOICES L TE ST TH D, FE, RAEOBE R MEERAE H
W2 A FEEND, RES A TRROBZBEERBEDEV PR SN TWS, Ll HFE 20
S TCOANMBERBEEEL 72> TN D, ZOEBMMEE KDRWEIZ, FREOSOEHE . AM OB
BB THD,

77 BEMTRFSEIC Ko T IRIE TR T OBARTEIR RS PR B O BAS T2N HEE Sy, AR MERIR A MR
BOMEEG AL HEES ., 2RO 08BEF»D, K2 OREBO, JRES X v U —7 BNk L
mole, BUE, MIBNERoTery VU= DR FaF—0 v b & LITIRETIEDRENRA LN T
W, o, IhH OBEFRIE. RHZEORETIIICLFG T2 LB 0, DAY LMEHT O
IRIEROERMEDRNLHETH D,

— . FERRASMER B ORREIIZEIZ. 7Y THIE, /NMAE . HRISRZR &L AR DS KLk D G- A3
b lpotz, KETIE, MREMEREE~OR/NLE OF L, REROFLEITOWT, £ 10 4, <
W2 XY |, Z O OMRARFIEEES LTS, LovL, BBETIE, MERR, &R OME
B & VEMRB OIS L ORWN DI 2D OSBRI OMSED LD —BOJLFTBMLETH S,
ZIVDDIITIZIE, — o FT. v VT A v 7 R, o 7RV, bk — B
Bi. BIUCEAN, SCUEHR AT EAN 72 EMETH D | R BB, MR E oM ERAET D
VERND D, ETEERITCROND T — 7 BITEEMITHEIN L TB Y, 7 — X BREVRL OMHTIZ 133k
FHIT A LA TH D, ZDOXE I, KOZHBFOHENALEE S, 612, E7VEIFEE, &
NMRFEEZ LA L TS BERSH D, SHOFREMRIZ, LV IAWHETIR D OFEE B, #AE LT
WS EDR B D, BIED AMED %l & LT EBIFZE3CRITIEF IO ER FERTH Y, 2Dk H 7
A A T OBIEREIRO BRRIZITE <HR, ZO X5 REGHEROER E BRO BT, BB THY . »
O AR DO SRR EN R REND,

— 5, KOOIV ARREE - MRS T2 U Y T — g URHAEERICEIDIBRLEETH D,
INnEYTF—vard LTE, BBETHRE SN A N=7 AL DMEEDEFIREO, 5725
WK BFFEDS IR S LD, ETHAEERICB L TR, 23— Y LRI L, iPS Mz FHu 7ol it -
BAERIROIRBRD B S, ZORRDPIIRI SN D, £72 MR A F MEARBEHEFIEIC X 2 BEEKERE
Z o, BEIEE OUEIRRITEOIE b A TV S,
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(8) FHRERYLE

FEY 7 A

® <ILFT Ly APCR THDHUNRR « I/ SV SRR S NARRIERYYE D R IR 2
WricZAE ST\ s,

® U UFUEMERLICLY A T PEMIEAIEGNTIRIE 2 < o AN, il
REFIZBNTLT 7 F U THNA—S N T WIMEREGYES N L T\ 5 7
D, FHY 7 TF o OEANREH I NTND,

® [ CAEMEMNRIZEE D D2 ORIl R EHUR & BRIR A7 ~ 7 AR S
DOH Y, ENTH H ORBEMMAE %2 XIS L BRRBRAED LT 5,

B - g id, EREL T 2 S AR INRIEIC K 2 HE R BIEE, & OISR bR 2 &
N BT, k722l & BN AR 2 Bldh 3 5 2 & 3B 72 Neurological Emergency D¥ERE &
LTEST BN TN D, BlEER - RIS T DHEIESLCHL Y A L ZZEDIER A EA L7208, SR
W, UANA, FEZ, BRER ERIYEDOIEZ)E CRERTIC L 5 b0 EZIKIChIE b ) 2, BIKEY
TIHECOIRRR R AR A FET 5 2 & BNEEE 2R S 07 < e L T L HTIlR T RS IAHRAEIESE S
T2\, L EZESE 2 THEIRS - IR ORI TIE, Fln-CRER B E0 B RINBEME S5 2, #E
TE S NDIRRAE 2 0 3 —F 411169 (Empiric Therapy) % T& 2720 RENIBIGT 5 2 & 2Vt
FTHY . FRKMEYORERICHEMRB (Definitive Therapy) IZORFDHLERDHDH, ZNET
—HDOIFIFEARIZ KT D PCRIEDERRZWICHW O TE 7223, 2022 FICRRINEL S 4172 FilmArray B
R R SRIUTK L RFRI T O A VA M, EEZ2 S0 4 BORREREZREHTE 2~V F 7Ly 7
A PCR Toh Y BRA AN E S ERALESTWD, 72720, #iZEE % 5 T FilmArray BEEER - MR
RENTEENTWRWHRFIR S B 5720, (ERIEL OMMNRZENINE CTH L, o, A¥ 5/ A
WA — 7 = v THEAR 72 ST 22 WA OB S IO LA AT D MEDR D D,

Haemophilus influenzae type b (Hib) U 27 F o & 13HFEAR S, pneumoniae 7 7 F > (PCV13) @
EMHFRLIC KV Hib BEER OIEFNTITITIHE Lz, —F. MiRERE TIX PCVI3 TH/N—TE R ILE
N 32 Y DS LR BRI 134D 60%I2 & & F - T 5, PCVL3 FEE A MLIFRL D HIZ IZFE R
REEMER IR A < . BEREIRLR & OBEA R SN TV 2 MEFM b HE SN TWDH72D, LViIE
SR IE R O iR EKBE A DB Y 7 F U BAR AR DI TV D, DO HIT 2022 41T PCV15 23 [E PN 3E
FARSNERE LI REREICRBET DY A7 BENVEEZ LN DRAZRR L U CEEERN
REE 7RV 2024 4F 4 A SI/NEOEBERIEA SN TWD, £7z 2024 4 3 J1Z1E PCV20 2AEANT
RUEIR FEAGE SAVEE I T S TR Y A TIERMRE G Y 7 F o OB bIED LIt TV 5,
PUlAE /) 7 v — T VHURBGRI O BERER ERYME D FEAE Y 2 27 & 1,000~2, 000 5N S5 &
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. REEBEE T HERIOREIERE Y 7 FUBEREAKRD HNE N, mETHIIE LV, Zok, B
LEFRE AT DRSS, BRI LA O BB A C B R RRYIE ) A 2 B LA JE R D
TR D, Atk bIRIEE, T CHRGEIRBICIT 25 FRNIEOMER NI 5 Z LR RiAEH
LT, BYIEY A7 MRIC—BROVHLLERS D EZ 2D,

B DJRIRNITHT 40%DNEMENR R Th 0 | Bl LR 27 A L 2T REROK) 20% %2 HH D Z &
O, LU ANV AIKIZ L2 RENEROEIEMEN T TR I TV D, LavL., JRIEARBBNIEA I E
0. HIETIHRERARRE SN TEZMEREEOF D, N-methyl-d-aspartate H7 /L% I Lk (NMDA)
AR 2 T IR ISR T DS ARSI LR D HUAREE (MitlaR mitiAaR) 5T 5HE
SR DN 2 Z LAV L TV 5, A CAEMEMRITEMERK D 20~30%% L 2 FEREH 6T
70, AR D EBEARERIRBR L 2o TN D, ARSI R A 2 FE & 5 B CPUARER
MREHBEEA SIS E T A D= XL L LT, 20 OFUARED ML mAEAE B OFBLA f A
TEELZENRNEINTEY, RERIEOEBNNEFEERARICORN S, £D7D, 51 5
IR E LCRIBREAT oA R0/ a7 ) ARIEZBE L, 5 1 BIIARODEN R+ 07 s
I, 2 BIAME LTy 7 rhR A7 7 2 ROV YR U~ 7 ORIl 2+ 2 2 & A stoms
b EICHRI N TS, L L, ZHUHOIEANTNTI G OBETIIREARAZE TH Y . FFRICHAD
BRRB CU YR~ T 2T 5 2 LITEH LUVRILTH 5, EATIE 2024 4 3 AR T, B OOEN
IR B0 7 v 7 U L, NMDAR HUIRBGE 7213 LGT1 HUiRRE 0 B e MM S & x5l L7z
P R TV A= 7 OERKREBRPET L TV D,

MR FRYSE OIRFR X, BURHEURIC T 21RO A TIEAR 0 TH Y . BRI tE- TAE L A 16 0k
ISE TR E DAERBIEEREIC KT 21RO BERH D Z EDRH LN o TE TS, Fiz, Hjffi
AR 75 & A I A JEGLIE % IR R BT S A S AL, B ORI & U CIMR DS FR3E T
LT ENHDHTEBHIALTND, ST, MRERGWE & B OO MmN & f G I 2 7o B2k
DR L BT LT Y XAOHEENRD BND, £z, BFKEEZ S D2 ESE 5720120, FREE
2T D BHEEAN O BTN 2, Y L E R D7 1 A ~— 7 OB & FAEFREIZ DN T T 716
HEHE DR ENMLETH D,
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(9) COVID-19

FEY 7 A

® I/l RIRAERICEDEGTH - ThH, K « IIECINAE T 72 & O A OF
JEZ O, THRBRRERD,

o EHIMIERMNFGT 2H8F (Wb long COVID) 0T 7 F % OFIIGIZE
T, MR EOERECR BN S,

® long COVID, UV 7 F U ZEIRISITRT DR BARI & | 2R 72 & NZIRIFEIE O
NIRRT A BT e REBETH B,

Filam ;oA NV AEGE (COVID-19) TiE, 2MHICE W THRCO EV, iR, R - BREREE
78 EOMRIERZ LI UIERRD D, E2MWigk - BED Oz EBVRERE, RMMPREE, R
ELHET, EODTEEBRMEMGEIELZTZL Y5, ZNUOLDOEIHED S B, gk - BIECIMZE 72
ErROLGE. EMTRIIRRE LD, I 70 U HRIRERICEZ2BRTH-TH, REHDIKTL
T REE AT SN ONHFREAE T HBE, VI FURBERERETIIAL S 2, ZNHOAEDHED
REMEFT & L CiE, SARS-CoV-2 7 A /L A D=0 ~D BEHEYE, MMM ofide, ek, 1 -
A A v MFES H CHURIZ X 2 BB iR bE E e E 3B 5 5 ARtV R S h T b, BEDO THE
WET DD, Hx OAEIHEDFRREEMIFAT D Z &, 720 NCZE DORIEIZ S - T IBIRIEE LT 5
HERBR OHEE N BE THRD BN D,

F Y%, REIBERD R T 2 BERFET H, COVID-19 THIRIEND 4 i E T MW, 4
N6 12 WE TR, TR SRS, 205 biliatE L g ofER A2 A bE T
long COVID, & L < Z2E#% COVID-19 JEMERE & MRS, & 72 AR EEFEES (WHO) 1% post COVID-19
condition & W I AMEIEB L T\ D, BMRIIZER E U CIEBEER. %, MUE, B%, fdm, BEIC
JN%.. brainfog, #=iv, @RS, B, LOWL - &R, WRSE - BRIEREE . 7 & OMREIER & &
9%, brainfog | MO HFIZEN Do T2 K 5 70 ) IRREIZ 722 238 BERERR H O —FL T FLERESE . HrYH]
TS &I, LR AL, B S e ENEC D, BRI RRGENE T, B R AR NS
BT EBHY | IR AR S E R & OFEEE LR S TV D, EYEE OB
INDO%RBIELY R T HBRFIFTHMO—RET=E0 | M REALREVL O EHERI S D, T
COVID-19 D REEIFFRDOBAEFIE DMK T & 72D 2 & 2R THEBEOBRENR 2 ST\ D, HEES
NEHFEL L TR, T INODOEBE T 2RRIEHIE 7T ETNVEMLT D22 ENEToND, 2
P30 DT [ & it PN RFRE PR [ O B B0 HE LA T 5 2 LITMBR OB L 5 2 5, BARMICIEE
el LA, £ L TRERFZROTGE LRBDRWGEE O IERCHEEE 2 LT 2 LER D D,
F 7L A R T D 70 IR BT ORI A AR AR Th 5, Z4LE T long COVID DOFFHERST &
LT, MERNICERTET 2 VA VAP - RNA I LV 5] & 2 SN DEBIERIE, 2T A NV 2 BB H
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FENDHECORE, ME#EEIT VAV AFED dysbiosis, REMMME T2 ENEMINTWDER, 4
BO—JBOMIANRKRDHND, ZD D 2T, JWEBHETICEED TRBEO A NEZIRFET 5 72 O ORER R
ZHEHET DB B D, AT long COVID DIFEIE 2 T IS 2 fERRIAFX0, BWr-CEAERE, TARENAR 24
ETDIODNAA T~ —N—%FAETLILENDD, ZHEZIT O DI, WINIBIT HHIER R L
7= £ 912, Electronic Health Record (EHR) % W7o KHIE/2BE BT AT ANRKLETHY | HHAET
HHLNREA - iR b D,

T F ORISR T DAL LETH D, U7 F 0% long COVID DOFAEZ T 5 Z &K
LI INTEN, —FTRIBOES &7, BEMIIRLHE. DIEE, 70 « NU—JEGERE. HNERIR
TMARSE, EFEL IS OERRIEERIEE e E D 5, MRRFEIRORIRISAZ < | JHRECTERRIE DB %S
w2 D H BN B D, Long COVID & [RIFRICR2 IR Z2 i35 Z & | IR 2RI L | 16 IETRIEIS
DRFTDHIENRRDBND,

59



(10) HEMTEMFHEERER

FEY 7 A
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® FEMLEE R & iy b oA HEE T DR A X D UNER D D,

ZHMEEAIE (MS), FIEFMIEIE (MG) 7 & OGEMT 250 U7 ek EER (o) 13,
BNEOAITORCK L2 LIofbv, B0 L TE T 5, MEGEREBDOBZK~—h—& LTI,
PERMNE XL FHNTND MG D7 EF /b2 ) U2 BRFUAS MuSK HTURIZINZ T, ¥7 2 - Nb—
JEWERED T v 77 ) A REUR, FARERR A7 F 7 AE (NMOSD) O7 7 7R v 4 Hilk, &
FEMAEVERN D 72 £ D NMDA 32 5 RHUASS LGI1/Caspr2 HUA, B AR D cNI1A Hiik, BN 48
F—® SRP H{A° HMGCR Hifk, B OOt B HAREEIFE S O gAChR HUk72 & Hiix LHLVWE I
RBRFERLEI, O TREEOMBANET & & H1T, 6k, FEHF N EE STV R o 7o it
BIZBWTH, BIET 2 HOHUEAR R AL END 72 & GBEMEMED IR B OPFIXIER Lo2 b
D, HHVEIMOG FUAREREDO L S IC, BOHKRA R L LIc2WA OfREEARA 28T b H 5.
I BT, BATEIKIZH T D PD-1 FURICRE SN D HET = v 7R A MAEFEEDOBHHIZL Y | IRES
DHEE & L TAE L 20BN EMOMMREER ML T 5,

T D MR B ORI, RIBEEAT v A RO IlAl e & Ok OB 2 T, ¥
L Oy TRERSE DB A HE A, 7o 72 R 2T L T b, 72 & 2IEMS Tldod A 77
VEENETHTE Y XA TR CD20 AR E T HA T 7Y AT MG X° NMOSD TIEAifk C5 %1
T DT VAT « 7YV X7 R EH S, S HIZ MG IZIFHiR CS 2R LTV ar7
v, BRIEYE Fe A (FcRn) Z#HERET52 7 HNLFXE Read /U F X<~ NMOSD (2% IL-
6 TEEEENE T LY N T U XwTRCDIY #AENET 54 xE Y Xv7 4 Efisiu, CD20 #4151
ETHYYF YT OB H NMOSD O FHIEIN Siiz, S HICHT- 7200 THERISEO g R B %
HIED LTS, B LWVIRRIEORENLIZ LY . X072, &2 WIEH- 2msiEfigi ki G on s
— 5T, HEITIES B R I O (R BRI A 2% R RAE 7 & OTRTRERF R R S OHE B E L TR Y L 18
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PRSI IR L, MU TTA T RAZ A NDOEDREERELZITHDOT, 5l &k & REMNREY
MEha %, BEREFHEICE > THX TERL T ZERRAIRTH D, [FRFCHR RS, K155
KD B RIS HTN R O FREIREC Y A 7 B T- 0 63D B HEhi ST 2 EHIRY 7o 2 [FHEE R
FEFRAIDMA T, BEIOREL VA N 2ET L0ERS L, BPEEAGORET —2 22, 2
Wi, 1BHREINE, PR TR EDONAS = =7 T Y A LERM L, EBkERDOFE~EKT 5
ZENEETHD, THUTIE, BREREEE) Lz, (RO B CPUAS HLA 72 & OREFR5 1 D%
TR 7R ERER . GWAS R LMRHT 72 £ OBAR T I 28T N 2, — M4 < 7 A - Z22/4 2
7 AT R RS D Z LIk 0 EAYREHIEIC L EE 59, AlEEAe A ERRIGH T & B ATREEDS &
b, EHIT, INOHABARERBL YA MY ZHWT, 707 RMCKOIZERER & o2 L0 A
MK DRFZREZMATLZENEEND, FHTPIERCRAEEICB W T, 1A T MRIX PET 72
E DR UHERICRE T A Eife T — ¥ Z RIFFICH L STV ZEREETH S, T CITBMERIENE
i3 = = — 1 XF— (CIDP) B L U'NMOSD IZDOWTIEHEA L A b U BENENZ NG S
Nz, T ECTRERICEBIFRICIBRS LI N v AL —va b L) —F 2 LiEd >, BRREF X
DEONTET —ZIZHESS Y ANR—=2 « hFT U RAL—2 g F AU —F 2Rt L, 210 DA/
B L C, 2l - IO L & . unmet medical needs DA & Z LIS xE T D HEFHHITEHE DBHF & Al HE
T HZENEETHD,

BRI - RIEFHRBILFRFICHRR AR T Z L 3H D, 2 b ORBITEF D55 FIEERIFED FE =
X 0B RIBEITIENER SN WTREMERH V. L 0EINRRBOERMNPEE CTH DH, PRI
EEELTENETHHEAIZIE, X—F =y Mi, 25V 7~ =7 A BANE, A1 — A,
AR AR & T2 HRBITIT Y = — 7 VU EBRE, AR & T2 RBIIIZRH R - BEHRDZH
D, Yoo K= 2%, PARARE, RBRERE, oV bENE LSS, MEER L, MkEEE
RAHEIL, RLE 4 TR LT 5mEZ®RE, EMRBINRE, il 2 308 & D REEIEZRBINRE
/NIE & T LT % ANCA BEIE R (BEIEINZ I8 M 2. AFFRBRVEZ T S ME N 2FIEE . 2558 ifl.
ERVERIFIE) 2 ENRH D, T OM, MARIZ KV FRAFRAER 2 k350 ) VIRETURIEFERES, U v
~ T MIEAE. RS3PE (Remitting Seronegative Symmetrical Synovitis with Pitting Edema) JEEREZR 53
0%, W2 OB TITAFERERMEZ 36 I8 R ZERERE IS 69 D51 IL-S Hifk7p &€ 7 7 v — L Hifk & &
oA FEIESLOBRRENZIRICHEA TE Y | JEROBILN LN 7o, —HZWNZHB 0 TH 2018 F20 6
EZEIRAK . EHRBINRS (2%t 2 FDG-PET Ma S RERIE I & 72 o 7o, A% T2 2W - infRIc kv B
I 7RRIm SR C & DIEGIAE 2 5 & TSN D,

INbiE, EFRETHL0,. < OE&HIOFMARPZE L TWDH25, R AEE O 5131
TR, LarL, #Z8IE, ADL & QOL Ik b RE S WEB L 525, £/, M- MR O%0E Y
AT KR OTNETRR D, ZRbOmND, ERE., E#r T, L0 %< O ENEE DS
EEHEBPMLETH D, fEFl, VY —RAOERMERIAITE o, IR & s & O A HEE
TOHRRAEZ ZNENRH D,
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(1 1) REMHERRE

FEY 7 A

® HEME ATTR 7InA F—3 R (T InA R=a—mXF—) OTHEN
SIRNAJRIEIRIC K v E L 5o d b,

® BMESIEMERIMMESZHE =2 — 1 /F— (CIDP), ZHRMEER) =2 — 1 /XF—
(MMN), £ « NL—JEfERE (GBS) DENAT A K74 U RMET STz,

® CIDP, X7 « NL—JEMEHCIIT B AW FHARA OBRRE N AL TN D,

® CIDP DL T A NUPHEEINEENPED LN TWND,

RIEPRRR I ARRRE R (4 - PR & RMRRE (BN, EEZARRLE) 2S8R TH D, K
HWHROEE (=2 —a/F—) [ IFHZEMR - HVET, BREE (LOTUR. R, I . 3R
[EE (b bh, BITHEE, BERE) REDERE L THLDND, WTILHHEED ADL & QOL
ZRE AR, Fo, WHEH - MERBESCRTYL 00 BRI T B ORI B A X 72 LB & R0 5 D
BHELREHTHDL, L, BEORKEVIBLENLIX, EEARTARBMICH D LEDE D54
e, ZORKE, OJIKZEED common disease 7> b A/ DR E THO THIKITH =572, {BFEOK
AR & 72 2 IEREZ222 W D72 9D121%, BUR TR E SRE LTV 2 MMIRINFHEEEIC L 5248 - AN
HThDI L, ORBRFRENIIGFRIENHNL LTRENELDHCE EEoTnDH T L, @EEREE
DELFIHPEBTH Y, JREBMHAKCEELHAESNETH L2 LD 3 RIENTHIENTE D,

KA AFHRR R (XA R N R SR ORI S DK 10%58 % 6o, DAETOREFHITH 1,000 1A & H#E
ESNDEERERETH D, 720 THREEHDZ\ common disease 1T RN = =2 — XF— (HWN
HEEBEH 430 HAN) LT na—niti=ma—an"F— ([[A220 5N) D2OTHD, milkE, KEKE
72 EOEFEMIRROYERRDE — R RIBRIETH LN, 2 OBRFIXIZORERHSICERTET, =
2 —aNRF—OHEITIZ L o TREE, BUIWR E2RER SN TN D, FRCHBERDOZ O, FERIFE
Y= 2 —m RF =IO TiE, REREMEOHENDE TH S,

ZF OO FEBE 2 KRR R L LT, Yy /ba— -~V —- ho—RfF, EBEMEATTRY 7 2 2 A K—
VAT EOBARTERMMRIE L, ¥ 2« S L—JEERE (GBS) <° CIDP 72 & ORIEMEAR MR B &
WD, BIEMERMERIEEICS LT, ki —7 v —2 Bl LT, BT 2lETrEROS
LRDPEFTEKD L L BT, D TREOMBICE SV TR BEHER OB ALETH S, #EislE ATTR
TInAf R—v A (FHEMETIoAf FRY =a—oF—) (2oL, TEAERKEAR->TWHWD T
YAFA LF L (TTR) @ 4 BIROMEER OVEEZIET 22 LT Ind FEREMET 2277 2
CARAT VI v AR TTR mRNA Z 925 siRNA RN E ML I, TERPIKESEELSOH
%o BUE KA D siRNA 07 & F& v AR 7 & DIZRIEIRS T 7 AREIC K DIRBAET L TR Y,
SBOERDFEEPEFEIND, RIEMERARREIRRIZIVTIL, CIDP, GBS (3192 43 FAER TR L
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DERFEDBEED B2 %, CIDPIZE L Tk, A% OFEMH, EIRMLTE, =7 ZAIH 2R
Dlesd, A=Y ¥ RUARBIOREFI LA N U ANERSL S, SEFPRERED HivT\Wd, £7-, CIDP -
MMN OHTA RZ 4> GBS DHA RT A OBEN, HAMREAFECITbiv,
FREOBWROBBE AR O HRL Y AN A AT U 7o AR T K D 02 IBAE OB IE, R
PR 2SR DA N L ETH 5, MRERENF ORI, M phke B M 2 82 TR ¥ 2 R
PR SN~ T D HAT OB . RN~ O SHRRE I REAE L & 2 R A AR B O SL 78 £
VB TH D, FEEMFKIC X DIFEEBOMET OS] & AR AO(REDO MmO ETIZ LV | RAehRR
BITFIRE BIET 2 LR REE 72 5,

FAFHREBODGRDORIR ESEOSEE
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(12) BHEKE

FEY 7 A
® HHETHWE SIHEEATH ZIRMEFEN T I A4/ 3F— DK A, 3R Y v
— MIEZRTHDHZENHLMNE o T, AT, R—FF—7D
— MEZERPERGOBEU LIERE S XE T W) FHOBEEZ I 52
EL. FTEBEFORBMEZ RESEZDZ Lo Tz,
& LSHELICHRMFEAICBITD I E— MIRERORENETLEEZ BN, vy
7V — Ro— U A& DT RAEH| OBfH N LETH D,
® ENEIIANTFIEEDTDODT ' ) AT I BN, JEEFEE OBFEMRS S
L, 2024 43 AICKR ST,
® Tl XBFFHTA IR T 4 —DIFEN, =7 V53 AXy T EFHET LI
EIESL, BV R TAEACKYAEEE e oTn, MA T, =7 V44, 50, 51728
ERIGE LTcmr YV o s A%y TIRIEEEDOBFE Y AR L FCK 2 L2 T it Tn
Do
® KETIE, TavazrXMHTA a7 4 —[NHIT T/ BEET A VAT X —
ZEH U728 s 1R Elevidys 238 Al &7z,
& LT, VA IMrT—lRIEEZ BT AREREEL G OER IR ONZEE
BNERLTWD
® UL KTt rOfilitk DL e X OHE MOk N 2, FrflEs iR
PEDBHFENZ [T T TR BR FE M (R OFE i S LB T D

R R D BB BT RRARFRIE B & Ll U CT/h 7203 BIRN ST DT D IR R 72 TR A T
LTWDHRBITIEE A LR FRITFEA~DOIE N R b S WS EO—D2>Th D, IV 2E0a % 1 5 =Ar
B2 A 3F— (GNE 2 A/F—) T, ¥ TABRO—FTHDLT Y /AT I VBRI K DHHIGHRIEDR
FHNT T IT FETHED L, 2024 42 AIZEATEE OFEHRS 4@l L, 2024 43 JIER SN
Too MWREZDOT 2 vz XAHY A br 74— (DMD) Tld, A7 rA RpEIMAMEEH ShTnd
ZEITMAT, DRETIEAT FA L TR L T2 VU B3 AXy TR2FHETL, BV RIS
D EPENOREFRIESE T & U TR & BIAGE S Lz, 72721, BV b Tk T X HiR#x 5 DMD
D 8UIZBRE D72, DRETITIRRMROILRDTZD, =7 V44, 50, 51 0 E&xtG L Liz=
7V Ax y TEORBNED LN TS, HARMNIFAOEILRGERMERH YA a7 0 —TiE, A
T a4 RIGHR & RERGLOBRRBRAEE SN TV D, RACEWHREES A he 7 4 — - 247
1 TiE. =Y 2u~A v OFMMEELREET 2 EMEEERP DK T L2 Z LTz, ¥y v
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~ =T T ARRRERITINA T, FfE~OBATIEZ AN L7z siRNA EHEDOBHFENEA TV D,
o, SRR, KEHRIRESNDRIEEHRB T, BIBEEAT a1 FESQE MG SEAME 1
FiaR L L CORSITEN TV D, Z< OBFIIHRBEIEL L TOMMETFE2%E L, B EAIGICHIR 4
BEER L SN TWD, BIEHERENRZ VAR, JHEERIC SO BTBIESRIERR SN2 T, 29 - EIC &
S TRONTZ LR OME & U COM MO iPS AL Z FI 7B & 5 B AR BN 23R D B 4
5. £, PIRIEDREZEN L MEERBMOBM: LT S EECTHDH, it EmiEic
HOHNDHF N aX=T T 2IRFEE LTCHEHERETH Y, Sl 08072 BTG ORERO T2 ORI HE
HTHZENKLETH D,

FASIDRBEH A OT —DEL RSN EDTERTESRELSICRDE

EJLbZILEZ, (NS-065/NCNP-01, VILTEPSO® ) DELEERZTEER
EEVOREEER. BEVOHTDA DT 1 —

IOV« FvT (F8) ERZEULHD A OTr — D728 LES
EERESET. FHOEDRE (I I2/MELCDONVT. —EDFHEZES

HIZArOTr—2R8 s BILTAD JEED
s TOVS3RFY T E#FE
o= P N + 80 mg/kgDAET1[E]/E2
R RERS

B
Lj: ]‘ " UMIN: 000010964
N ClinicalTrials.gov: NCT02081625

=P N Science Translational Medicine,
o 2018

F13 T RE \(oj'm BRI

o=

EIL S ToNERE
> 20194688 #AVEREEEROEEIE
> 2019F118 £ =ZBRARBIE

HER ; BonfFEE ‘ o s 5
T DR S4k > 2020428 HFDANHERZSRFEEE

1977 FITOMRETRE HIZ X 0 REBEED L Sz, IRFSERA I 4/3F— (OPDM) 12D\ T,
ZDJRRA LRP12 O 5 IERIERFERICAFAET D CGG VB — MIRERTHL Z R L LR o7,
CGC V &'— MEEMNBET 2HE L LTiE, MEds X BIEURE - RFFREMERE (FXTAS) . AN E A
i (NIID), HEMNIAEZ £ 5 IRHSAT < 435 — (OPML) ., HRWABEZRAI X A/ 3F—72 ERA BT
Do PERBMEDIRE LB X G TN I D OB, FEMRERIRA 72 0TI L 0 Z DERIREBIZA—
— T T PFET D Z LIZRO0NIZZ Enh, ZNERBOBR T EIZ CGG E W) [A—FF—7 D
VE— MIRERNPEZDLZENFERTHL LRI, Z0Zenb, VE— M EF—7 L REM
DENCIRVBIEA B 5 &)V BE— FEF—7 « REUEGE L WO oS ERET 2 LRz, Th
HOHEBIZILET 2 REBEEOTFENEZONDL LWV ) BRTREMEZ KELL L2 HbDTHo T,
ZOHBWAIT, CGGC b LT CCG VB — MIRERNBFESNLTEY, ZhbD U B — MiIRZER
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(2 L DM EAOFE N RE SN TV 5,
ARFIEIE, FEFRRGEIR D U & — M EZRNITES < OFRE TR S, BRIZIE 5] 0 38 JE R A

EHLHATEDLZLRPALNLE R TETND I L E2ERIT, BMROEEIZBWTAMER, VYV —2A
DERENORIIRD YT ) DFREITZ DR E CTEEX CELIEREETHL I L AR LTND,

ZOXORY E— MIRERIT, BEMEOMRIEEDRIL G PR AR B & QNI
BLS OB O RE (common disease) (2 HBR L TWDAIREMEN B XA OND, m T — Ry —7
Y — O ZRIEINC LY ) B MIRER L FEREOERI HIZH LN END & TPHREND,
Fio, VE— MIEARIC L AHREBIIEBIEIR SIC L HIEREO B VERIZR D LB 2 b, SR

TBIRIEBIRICIERE T2 LI S LD,

BROREEEATAISA) (F — TR A
(OPDM) (NIID)
FMAUMRIFR
» BRICHARSECDEBELTER (i 980
» BNEREAREMBREGEUILTIRS)
» BRAFSE

» AHAT, HBERTEZATARTZHS .
NZTENASHERDEZIIN—RIGEARE  satwomwonr-mns Ak

» NOTCH2NLCOCGG/GGCUE—MBRZ -
RNERTHIENES MR 4

Ll
K. oo UE—hEF -7 - RARBGHE
Sat hi & Kinoshita
i D ca6/ccaUE—HEBABIREC T

Arch Neurol 1977
P 1977FE (A THRBESHHT FHREBRARIN L

» ZNEREREIEREOUSTIRS) —

> RARE BRBE. RiENE 2

> BRIRT 5. BRIRES)IR. SR VA - FORGS T S REEEEA s F—
fIOEHIE T

» BHERT, BIEMEECCMATRRDZEREEYS » CGG/CCGUE—MRERZERICLDE TR, REHPFEENS
TENEFAE BRAEBRBISANNF—HECSTENBESHERONR

» LRP12, LOC642361/NUTM2B-AS1, GIPCI, » AR BBEEZSNTVEINSOEEBEN —DDEBEIARINSAT
RILPL1, ABCD3MCGG/CCGUE—-MRRICLS HITENBESHEROTIZ
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REVIRIERL A N — (50 FIE)
(AARMIR RSB
B RE. I F#—. MR ORERL. B B, MHE PR, HROE—. M
gaR Rz, AL oo, miE REE. - AW RE R R RS RE EE
fEl FHiE, KEE VR, MR IR AL BEE, 2A Heh il B

75 2024 fERRLA /3 — (50 )
(A AR TREE)
<[PREAEEE S >
HA OEH, B . SRR JRAL B EL BB #hEL. T E—,
R Zde, W B, B BETRS. JNEPSE OB BBER O RESR. N R,
FhE Zuk, TH O ER. BB . BE BRE§. ¥ . FH =l
G FERE, PEO. O EHEE K, AR By, S R OKE R
P rE, A B JORE L iR R R B B PR
ST/
<MW 1#>
HA HmL, A WGz, FUR MEE. i FEL BHE KR TR Z2ER.
HH FEE, PIE FA KE-B, AR TS TANAE S v a v
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MR B R ALAE (ALS) 294 K54 v 2023
JBATR 2025 HR

Clinical Questions (CQ)

CQ2 [3FT] ALS BEZICBW T I IR UIIHEIE X I B Dy ceeevremenmeneeee 2

Questions and Answers (Q&A)

3. & - MEEXL
Q&A 3-5 [2kET] FBZEICOWVTED L IITHIBHT B A coeererrrrrerr 7

4. EWiaE

Q&A 4-1 [2zET] FEWPEIRIZIZED L D e B DAIIH DDy rvverreernerieie 9
Q&A 4-3 [4ET] IH TR VG ORI DY coeveereeree 12
Q&A 4-7 [ET] FEBAGHIRIEIZ E Z F THEA TUN B vevrerrreeer 14
Q&A 4-9 [Hrak B X TINT 3 U E ORI DY coorevrreeernmrreemineeeniee 17

Q&A 4-10 [Hri% R T 2 b Y HE L FDTERE RIS woveeveereereereeresnesiesiesienieieieienns 19



Clinical Questions (CQ)

Clinical Questions 2 [&4Z]]
ALS BEICBVWTIISHVEHESINSD

ALS BEICHWT, IISRRUEERETDO CEZRHMTETHET S.
[GRADE 2B : ##RRDEX 2 [RE(TEHE], TET > ADHEEH B ()]

FHSIE (5RF)

DIFIZoWTREE - KIE~O T3 2GRt 217 .

- EBFEAE (ALSFRS-R) K T HIHIRI RO AN E T Y A 24T 5, RERENTH S
&

- RE RS PIH ORER,  IRBERE O T I, A0 O (quality of life : QOL) DEL#
WRIIRIN T RN E

- BRREEEO LR WEZ R L L, BIWERH & UCIFREE, BRE, ARG & &I
BT EPHHE

- BTGB 72 ) MBI R & AT A LB H & ([7) B BH)

$7 Y TH Y RBEOBB OV TRROMICHET 5. Thbb, BN TR
WOATEATR S T vzd, BT HIAR X 0 IR - 55010 B & HIFRL, BH O
BEALOM BF, W OAT I RRBIRRERAZ P RHE - 795 % &% B0 C Al & A1k
L. AoV TR 5.

HRER DB

1) BR, COREDELE

ALS IIBOEI IR TH 5729, HR)GHREOME AT 5 ZRITFFFICTKE V. ALS D
WRBIX W AW R AL VDS, BILA N L AP EBELREEZHDL, WEEfTO—-HTHL L
ENTWVE, HRRKEZIZLDELT, TF¥FIRVIZALS DFEFEEE LTRBINTED,
POV & o TRAEDOETIFICFGTHEEZONTWS. — T, BEOBIZBNT
MROEEDFEBIZ L, FEFLOMEDLH D, EiOMEL LB EIND. ZoORED
BRI LT, T4 F59A4 UMERBRE NIV ERBERBEIC L 2HE 2707225, T3] A
19%4, [BZFS5LIZV] A3 TH o7,

2) g, IETVADEY
(DL ET ALS #% 8 &7 fii R £ (amyotrophic lateral sclerosis functional rating scale-revised :
ALSFRS-R) 227 OCTHIH], @IFFEDHALYM OERME, GIFRAERE O THH, @

2



ERZEAVEH - AEFLOMB, GQOLUHEARDOSODDOT I AL EHEL, VATV
TAVIZLVE2—ERTIETFVALNVERGEL72. A7 T7F ) A 1R, EEALEGK
E% (randomized controlled trials : RCT) 3 #, B DD HHi0 SWFIE 2 M, WBHEODH L% 5
ARG AfRE NS EL, 52007 % M ATTEEHAL7-.

(MALSFRS-R 2 377 DK TN

AFZTFYVVATIMBETAYTFHY Y RACHRA SN/ RCT3IME R L7z, 12 AR ol
ZWNZBIF S ALSFRS-R DIE T A -1~ -4 THo72BHEICBVWT, ¥ IRV BIET T LR
IZHR 24 H O ALSFRS-R DR TSl S b Z & AVR &7z [FFI197 1.63 (95%EHHIX
[ :026, 3.00)]. 7272L, MlAANSN/Z3OORBIZEZFEFICENDLDH Y, 2HITHEH
ALS B# [ALS HEfE 8 (G @AM 13 L<id2] %, 1MIEETH ALS B# (&
JERE 3) AR E LT (B4 K54 VAKOLRER [p259] BH). % RCT#HEAHD L,
R zxg e L2RICBW T ¥ 5K ik ALSFRS-R A2 I 7 DT 8] L Twiz2s, 17
MTIHEBELRDRERO NG o7z DELY), 255KV IDEMICBWTERATH S
Z EAURENT.

QIR EVFEFHARDIERINR

RCT3MZHFML, & B OB T IREEDO B 5 i) X BIZEF5E 1 #ii (Abraham
2019) ExHEEHEDD %A 10 S BIEHZE 3 M8 (Okada 2018, Vu 2020, Houzen 2021) # 5% & L
7z.

3D RCT 2B W T 24 BB OB B A0 CERE 4+ v AW THHMiL, A5 75V
AR L7z, 3T RTIIBWT, ¥ IR HEE 7T REICBIT 2R BV DORE
RICHEEEIRD N o7z [ A 1.97 (95%EHHIXH 048, 8.03)].

T/, 2MONEEED D %A1 &S (Okada 2018, Houzen 2021) TIX T ¥ 5K Y BETH
BRIFFEVRAEGAHMOMEREARENDS, 2L DIEDL S DA EZFNLTBY,
BRHFOERREEL T A U—T v THFIET RS SNz, —J7, 1ok A
D LT ZHFFE (Abraham 2019) R 1 fEOXHREEDH 5% A ] X HFFE (Vu 2020) TlELF TR
VL OO CHEA RO Lo 1A%, Wi & IO ENART 5 TH B0
REVEASH R S 7.

GIFIRFERE DK T

AZTFVIAIMBEIP AT 7F ) P RERHESNRCT3MARH L. =5 9KV
&7 TR TUHEVC DI T ICHBREIIA LN R Do 72 P75 2.99 (95% 5 X © —1.46,
744)1. MAANSNIz RCT 3MEEBHE T RIEVDH Y, 2 M50 ALS B# % (ALS HAEREE
GELHLLIE2), 1HIEETI ALS B (ALS HIEE/HH 3) 2R L LTz, Riflicsw
TLY IRV THFVC O TFAHHI SN AHINCH-72b 0D, 3ME DICAREETRL,
MELIHRDAEETIE Lo 7.

@EXGEMER - ASBROUEIR

AYTFIVIAIMBEIORAY T FHY) Y AIHRH SN2 RCT3MmE AL, IEEHEOD 55
M) & %2 2 i (Abraham 2019, Lunetta 2020), *FHE¥ED D 54 A M & W58 4 fi (Okada 2018,
Fortuna 2019, Vu 2020, Houzen 2021), WA XCFEEHESEL L L7

RCT3Mi&E bICERGHEFRORAERICIIY SR UL TS RBETHERTALNE
o7z, RCT3#MiE DICEMERED L VWEZTEZWNRE LTV MICABT 248D 575, &
KBREVDBEI RV EPSIY IRV IIAEME L, ARUEIHEEZKE L Elo

3
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Clinical Questions (CQ)

TV BRI TV BEMIETETF 74 7F V=D 1HIRE ST TV, BARE
P E P72 Z e HE ST
BASGENHRCIRTEAZEIENY & LTamBEAre (026%) « &7 0 —BhEfhE (0.02%) - &
ST HEEADT) - FRERER T (0.24%) - M/IMRIRA> (0.08%) - BERIERIA (BHEEAH]) - Hff
P AE SR ERRE (0.08%) - SERiEE GHEEAN]) - AR REE BUEAY) - v 2 v 2/7
FT74 7% — (BEAY]) 25CRSNTBY, T8 7K DHE S NIEBIE 317 #ih 46 1
(11.7%) ORIWEM S ST b, EREIERIRFEE 411 (1.3%), HESE 40 (1.3%), &
IMiE 375 (0.9%), y-GTP L& 31F (0.9%), 7 B 8EGE 311 (0.9%) % & Th o7z
ETEWER ] B UFENERZROBREZZONLEE L AVEENHER L, [HHEFL]
FRFIAECHFE LCAVERT, S rA) ERRMICEEIVRR S N, 5L
7oHH E ORRBRIEM D2 VTR TOFLZIRT.
GQOL EIR
AZTFVIAIMBLORAS T F ) Y ARMENZZRCT3MZHRM L. =5 TR VEE
& 77 & KEE T 40-item amyotrophic lateral sclerosis assessment questionnaire (ALSAQ-40) @
B EEIRD N a0l CFgE —474 (5% EEXH © —-11.18, 1.70)). MHArAND
N7z 3 DOMBLBHH FUTE DD Y, 2P ALS B# (ALS TIRELHI1 b L <13 2)
%, 1HmI3ESTI ALS B (ALS BEUEEHHI3) ZHHR L LTz, 3L bITHRARR <,
A LR D AR T R o7,

3) WNRIVEERRE
(7O NALERICBETZIET > ADOEREFESH]

AFTFVYAL@BLOIRAYTF) Y ARMENIZRCT3IMZRAL, 52077 A4
FTRTCTIZET VY APELNT. TOMIIARI A NI A4 Y THRALZD O, BEOD )
] X BEETSE 2 # (Abraham 2019, Lunetta 2020) & M FREED D 5 1% A ] X #IEWISE 4 #@ (For-
tuna 2019, Houzen 2021, Okada 2018, Vu2020) TH» 5. H 1A KF 4 YMEREHR, CQ M/
ANVEHEBEHOBFEHRRIL ]2 %, [RW]1 A THo72.

FIEFEZEDNS D REEDH]

AZTFVIAIRMBLOIRATTF Y T R ENZ RCT3Maxtg e Lz, 52077 b
A LDH b, ALSFRS-R DMK FHIHIFIRO AL B LG ElRBD LN, EEFLVRIEE LTof
MECOWTOREDORERE, (114, (M9, [bIr]24Tho7. —J, #£F
L BWRIEE LTORESRLIE, 3WMORCTIZTIY SKRUEEE 75 b RBICERNRAESR
SORBPRICHEEILRL, WTFRLEELZLOTREZWEZEZ SNz EFERAG (K,
KL, R, 7895, WRYAE, R E) B 5%LLT LKL, FECIIIPIREEE S L I R
FENIZE AL TEBEBEOEITICELDLEEINTED, 1BlORMELERALNZ. BB,
RCT 3Mild T RTEBEAEDIER BB EZ N RE LTS MICHABILETH L. LFE LRV
BIZOWTOHRZERRIE, [hEW]124%, [bIFH»I74, HI38THo72. EFLwahRe
ZELLLVRIRDONT Y RAZOWTOHEERIZ[BESSMADPENRTNS] 14 4%, [HA
PENTVD 64, [MADHBHNEL VTR LFR LAV 28 TH-7. BLEXD, BN
AEFIEBEOH RN L HEMED NG ¥ ZITOWTOHRERERIL, (B2 5 BENMADEN] &
FIWr S 7z,



[EEOFEE IR NPERD/NZ >V RFEDH]

LY ZRIZ1H 1 60mg % 1 KM TREHETES 5. WE, AHRGH & REL 2 MG
be7/z28 HEZ 17— L, ThEigh&Ed. H1 7 —nid 14 HHEEHRS T 55500
%14 HMARIEL, %227 — VP14 HRE®O 9 5 10 053 255 0% 14 HEKRES
5. 17— VHRLTEMEOHIET 5 E#i% TG54, 2 27— VHDMKED K#FitE ok
2L 325, ALSHEME (ALS ST 5 T % inEfSEZ 4 L, ALS OZWIEETH
LEEHR) ASmEbe L HIWE L7 A, w5 e b BEB I OZOREICH LT, HYEMIZEY
TERINDLEWERICOWT TR HEZITY, HF2H29 2T, 25217 2 L b
Thb. BTG OBIIIE 7 — VoGRS, BHRE IR & s 2 255
HEEbiz, EMirgst L THE, IEE?—@'\@;ZéﬁHEE T HZENLETHL. T,
HMPE & Jﬁﬁ_a‘% L, BEOIREIE U CTARZ EOREEIRE AR 2 HRT 5 2 ko oh
5. FAffiiE 60mg H72 0 6,896 M (20224 2 HBIfE) THY, 28HH720 1 7 — )V HIL 96,544
M, 27— VHDFEE 68960 [1TH 525, R GRCHE) KON RIIL L. St ADHE
ITRMEIC OV TOHEFERBIE I 23134, [B25613w] 2384, [BZL w238
1% THote.

BERDTL—F 1> 7]

TEZER, CQMVNANERREROERBEEOMRE, [17) 2 L 2 5&MM & THRT 2 (5
PR & HERE) 117 44, T479) S & 23389 2 (GRVESE) 5 4 Th o7z, BRIGKHIZHT 2 &k
Rk, A FIAYRRAKELT, BFETH D (179 T & 2 RMAMN & THRET 5 (G- S
¥ | exPELT.

DbEzpiEz, CQICNT 2 ITET ¥ ZDOBAKDOMIEFHMIZE T 5 3FORK, [RROHEE
MEAHESE 2 35§ ) SRR D D 5 (A) |1 24, TRIROHEE M AHESE &2 STHp§ % 8] S
WCHREOMED D % (B) 17 44, TR OHEEMI T 2 HEEFIXBRENTH S (C)J4HTH -
72 BARAZEROFROME, WIBOBTHR R, LT ET VY AOMFEMEIEXB EHE L7

4) BBETBEHhDHA RS AV DELE
ALS BEIC T B85 RV ERZMOFo 2 ARDOT A K54 Vi 2w, ke
uﬁ%ﬁwmmﬁﬁKﬁwfliﬁﬁywﬁm#FvAwBJf%%énfw

5) BET=IVU VT LT
LY TR VGEHEOERNEE, ALSFRS-RAK FHHIBIRICBVWTOARENTED, I10OH
IEERTIE Ty AIZZ L. BERRAHEFLOMBUIK LT, EiOBES & Ol
CEHRE, MR L 2T ) VT2 EICX D ER, II‘EE&QI}HB«@A ETOFEE ¥
RT 22 ENUETH S, F7-, HEMELHEHEL, BEORRBIIL U TARR EORFEAHTT
RE e hH 2 TR 2 2 LAk 5N 5.

6) SEDAFRERE (future research question)
T4 K% ALSFRS-RAK FHIHIZIRICBIT 280 &, BB T 2T Y A2 AT
LA TH BN, FRE @F#ﬁéﬁﬁﬂf'ﬂ@i_ﬁxb%%’ﬂ?'ﬂﬁ% EQOM T, QOL OYE#IHIcD
WTIE T IR THEEEZRED TRV, SHICENEGICEHLT YT VAN

5
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Clinical Questions (CQ)

FRLTWS, EEOMWE L, 4% RCT 29874 2 L LIC was, o H 2 BIgF
TGO MAOEFENLEEING. BIEFHTEE, H250WIEE5R%THEE & 51300 ALS DR
OB EFEO AR A ELOAIEIZ OV T O RS LETH 5.

7) Eff

2023 FENZ T T AR RN B S Az RIEIE, SRR & S oM hEiE A R L O,
48~144 A OB O BB RIFC, Hi R oBReI Il shheh - 7208 3
fili 13 35 mL $#LH#1 A% 96,316.5 F, 50mL #5175 137,595 1 (2025 4 2 H#AE) T1 27—V HI
192,633 M, 2 7 —)VHUIKEIZ 137,595 FCTH 5. ARMEO LY 7 ¥ 23 HEEERORR T —
T EDOHBIZBWTRENTVEN ™, SHROIET VY AOERPELENS.

ik

1)
2)
3)
4)
5)

6)

7)

8)

9)

Abe K, Itoyama Y, Sobue G, et al; Edaravone ALS Study Group. Confirmatory double-blind, parallel-
group, placebo-controlled study of efficacy and safety of edaravone (MCI-186) in amyotrophic lateral scle-
rosis patients. Amyotroph Lateral Scler Frontotemporal Degener 2014; 15: 610-617.

Writing Group; Edaravone (MCI-186) ALS 19 Study Group. Safety and efficacy of edaravone in well
defined patients with amyotrophic lateral sclerosis: a randomised, double-blind, placebo-controlled trial.
Lancet Neurol 2017; 16: 505-512.

WRITING GROUP ON BEHALF OF THE EDARAVONE (MCI-186) ALS 18 STUDY GROUP. Exploratory
double-blind, parallel-group, placebo-controlled study of edaravone (MCI-186) in amyotrophic lateral
sclerosis (Japan ALS severity classification: Grade 3, requiring assistance for eating, excretion or ambula-
tion). Amyotroph Lateral Scler Frontotemporal Degener 2017; 18 (Suppl 1): 40-48.

Luo L, Song Z, Li X, et al. Efficacy and safety of edaravone in treatment of amyotrophic lateral sclerosis-a
systematic review and meta-analysis. Neurol Sci 2019; 40: 235-241.

Shimizu H, Nishimura Y, Shiide Y, et al. Bioequivalence Study of Oral Suspension and Intravenous For-
mulation of Edaravone in Healthy Adult Subjects. Clin Pharmacol Drug Dev 2021; 10: 1188-1197.

Genge A, Pattee GL, Sobue G, et al. Oral edaravone demonstrated a favorable safety profile in patients
with amyotrophic lateral sclerosis after 48 weeks of treatment. Muscle Nerve 2023; 67: 124-129.

Rothstein J, Genge A, De Silva S, et al. Efficacy and Safety of Once Daily Dosing vs. Approved On/Off
Dosing of Edaravone Oral Suspension Up to 48Weeks in Patients With Amyotrophic Lateral Sclerosis
(Study MT-1186-A02). Muscle Nerve 2025; 72: 433-442.

Genge A, Pattee GL, Sobue G, et al. Safety Extension Study of Edaravone Oral Suspension in Patients With
Amyotrophic Lateral Sclerosis for up to an Additional 96 Weeks of Treatment. Muscle Nerve 2025; 72: 450-
454.

BATBOE N B AR AR . AR S
https://www.pmda.go.jp/drugs/2023/P20230117002/400315000_30400AMX00456000_A100_3.pdf (&7 2
+ 2 202546 H)



Questions and Answers 3-5 [245]] 3. BE - NESWG

BIGICDOWTEDKSICEHET B h

BE

OINRTH ALS BBICH U TEIRICDULWTERAT 3.
OREFEPIEFIEH R VSRS, BEIREDTREEFE L & ZEHAT 3.
O EGENREICODVWTIEEGEHDI ) 0 &FRTIEE, RENREBZT2(CTS.

i

HAEME (FWRME) ALS ICoOWTHERIE 2 F L OV AT T4 v 7 LE2—TI&, wilE A
N—2ADBEFEBRT— 52T e0bE, FKEREOHH ALSIE51%THS EMmLTws Y &
72, HAROH N XD R S1E, IMIELETD 3.0%IZBEH D ALS J5E H#EE RN 7
N (EE)D 2R0LEHEEINA Y ALS OEHICOWTHATLHE, —Mame LT, —ifi
WIEVETH 505, FIRERLTPIED e WA IGEEEO TR W 2 L 23HT % (4 F
A4 VRO Q&A 1-1, Q&A 1-2BH).

JEAE ALS DJEKGEE TA W4 LR S, ALS OJRREIIRICKE 2iERZ2 5725 L TWwah.
BIZT RO FIIEEICE > THEREHRE 22— 5T, BEHERALEESNS 2 &t
BEICD 20 Db A0, LENAEIICTHSICERET 2LERH 5. F72, izl ALS OB#IC
THEPEDHR SN, SODI 5T K 5 ALS ITHRIESE N7 2 vt U lge ez, RIELED A%
LIMBEROLED, ALS BEB X OEHE IS L CRIZICH L THME T2 L8 H 5. il
PR RII R DHES 7 KL X B 72 NEDSRD 5NDE (F4 K I 4 Y ARED Q&A 1-10, AEH
BD Q&A 4-10 ).

HEEVER B OBEEMRE NS 2 L1E, EHEMITHEEISHE D A% Ry TUEIAFIR 2 T2
%\, RIREDSRIE R YA EEH G WRIEETH 2 WHEEZ HE L TWABEARL WA, £
NTYH, BEMOHEZW 22 ANDS 2 E~DOIPUK, HEAWRFER~NORL: EICHE L
THPADPITONLERETH L. 6T, BIEFWRELZ T L0 LE) IO TE,, [—Ebh
LLEZONLEWERTH D& (REW) ), RN TR IRKBRICHERTLHEHRTH S
&AM ], TR 220 LNARWIRAOWREEZ R 3 2 & (FllE) |, TR O
FTLHWMETE RV & (BB ] L Vo 72 BUIOWTTHICHBIL, &EAy k) o %
FOBIROFMER & L THREICHIET 2 2 LR T L. DAETHEES Y 1Y)
YR S o0 B D), [RFICB) 2 BIRF WA - BEICET 204 o4 VR
BT DL X

1) 7 30 51 > DNA IR TR X b v b OBIEFEINIL, FEAEHE@EZDS 0.1%
MEMANZ ISR D L. ZFO72OMANOBE TR EERES) & i L TBE
TI AT OZERNPED HENDL T LN TH Y, BEEG BRIy a2 NY T v &

7
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Questions and Answers (Q&A)

KN TV FORESIIHEEFRIT R L, MAZTEOZHMEICEEL WL, KED
B EEHENTWBENNY 7Y 2N 7 7 b (BR) LIE5R.

[SEROHFRFE]

SOD1 YA DBIRFERIZ L B ALS DR ER SN T 5. BIREIRAE OIS & #5RO
JERASRDO 5N D720, WIETEBKHOL ) HPLETHS.

ik

1) Byrne S, Walsh C, Lynch C, et al. Rate of familial amyotrophic lateral sclerosis: a systematic review and

meta-analysis. ] Neurol Neurosurg Psychiatry 2011; 82: 623-627.

Nakamura R, Sone J, Atsuta N, et al; Japanese Consortium for Amyotrophic Lateral Sclerosis Research

(JaCALS). Next-generation sequencing of 28 ALS-related genes in a Japanese ALS cohort. Neurobiol

Aging 2016; 39: 219.e1-e8.

3) HAREYZ. BERICET 2EEANRE - BT 5771 74 > (2022 48 3 HEGED).

4) ARMEEE ), MR EOBZTFZBIATA P74 ¥ I ERER S (). iR B OB 127 A
K4 22009, PEZFERE 2009.

2)



Questions and Answers 4-1 [245]] 4. BHLE

FEMEBICEFEDLSBHDONGHDH

BE

GALS [CHTBFERIELTIILY =), TFSKRY, BRAEAXAINSIVOIEN, E5I(C
SOD1 BEFICEREET S ALS DH M7 T L2 DRZBEAHBH SN TS,

OIY IR BREEHERICHNZ TROZOF AN TREEE Lo 1.
OIFEECEBNEFICIE, EBFET T ROFEAHNTETHS.

OALS DEMICH LU THERBRIRRERZHET 3.

FEsH

HAERTIZYLY =, TFITKRY, BHEAINT I VP ALS ICHT2EREHE T 5.
Z LT, SODI itfsT (SOD1) 2R %ZH$ % ALS (SODI-ALS) IZIZE I b7 bt v Off
BB SRR T B (BB T O BIRIZ A BRI D Q&A 4-7 ZHH).

VIV —=VIEYF TARENP LD 7S I VEERNERR &, BT IV B2iikeo
IEBA MM ERR, BAKEEF V)Y AF Y AVHEERZ AL, &4 OHMd 50 IdEe
WL L TR IRET A LA ONE. BROBIELLERRERIC X o THERMEATEH S h
THEY 12 18 » HH OB 5-CHELMM % 2~3 » HEEET % °. HARTIL ALS O, REERE
OIHNR L CTRBEAARD 5T 5. 1 H 100mg #8535 (Vv —VoRREC
DWTIEHA FIA4 YARED CQ1, Ml EOEETIIOWTIENA FIA4 Y RIED Q&A 4-2 5
).

I¥IRVIIMBILER 2 AT 238K TH Y, Daiz SMEEIEE L TUHvwshTwn
5. ALS ORWIFNIHK L CTHRIMEZ /R LR R 2217 T ALS OB BB RE R & o #E1TH)
HZxS LC 2015 SR\ piiiESEDRBOET & e o 72, T4 IR VX 6 » HMOFG-TYET ALS
PERESEMI R (ALS functional rating scale-revised : ALSFRS-R) A 7 DK T % 33%#Pifill L 72 ©.
KBTI R VREIO3EDS, MEEHERE L ORI Z R L, ZeMICHEZED W
&R ZUT 2023 4F 4 HIZHE N7z >0 RlHEHESEIE 1 H 60mg, 18] 1 KR 2T C RiiiiE,
FEITHIE 21 % B SmL 2 1 H 1 EWNIRT 5. 20K, S EOMARICHNIRT 5. 8
BIREASTE WA, IR TR EBIUE 4 BRI LR, BT BIE 2 R LLEZ20) Tl
MBI ENMRETH S, 72720, mIRIiETIENE 8 BRI L2 T 5. wihd
17—=V%28HEL, 1 7—VZ 4 HEHNT, F227—-VURE14 HOHH 10 HREHES L
b &, 14 HEOKREMB 2320, UBRINEZHEDET (257K OFMEICOWTIEIARBH
Mo CQ2, M EDEZEMIZOVTIIABHMD Q&A 4-3BH).

EERA INT I VIEHERIE 5 X Y By OFERAITH L. 154 T2 25mg A I/NT 3
VG BREEAT D, B THMLR T WOBENEET L. A INT I VITHE
VATA VMO AF AV EFET D AT A= VAR OMEERE L LTHRET 5. RBIEDND

9
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Questions and Answers (Q&A)

1 4PN @ updated Awaji 2HE(Z 317 % laboratory-supported probable LA 10 ALS B Zx3
% 16 B O HEAE AL L ER (randomized controlled trial : RCT) 12X o T, #%5-F4EH 5 16
JH%D ALSFRS-R A 37 DT % 43% 32 Z LA S ™, 2024 4 11 HICHAT 3%
HoPt ALS # & LTHEN. (FARPEAHZRLH LD, REVATA LI K B2
PEDOWIH], XFF =TT VDML o TELSS-TF /) YV AFFH = (SAM) 12X
LEIEBER R EAMESNTEBY, vV 2A0MRRER_ 22—V IIHTHIVY I VI
#HER, ATLZMEHMIE (induced pluripotent stem cell : iPS #llfid) HIk g = 2 — 1 |2
T HMALA I LA & B MRS E T 2 IRERRAVREN TS 8 5 KT 1 b
720, AT I U (25mg) 254 7OV (1234 7IVIZ 2.3 mL DA B AR THM L& 4
2mL Y Y UTHRCELS) & 2 » FHCHANER L, IhziE2m, A%< e 1 HELEoME
721, MEVIRT GEHEATINT I VO EOERICOWTIEABHNO Q&A 4-9 &),

N7 2Vt 1E SOD1ICx$ 5T v F s AF ) TX 27 LEF K (antisense oligonucleotide :
ASO) B (BiMEEEEE) TH Y, ZOHMEIE DNA THbH. SODI DA v+ Vv —RNA D Ik
BRI (FUTR) ICHE 352 EIC K- THERZ I L, ALS OJFK & 7 525 SOD1 & I1E
BEREEWASED. 77 R R S EERGRER T H - 72 EEE MAHRER (VALOR #E) o +
7 )Vt UG 28 HRIT BT, MBI R O SOD1 & R E 2 20% K X4, g Tl
REMDNA < —h—ThHb=2—07 4 F X MEH (neurofilament light chain : NF-L) %
60% KT S¥7/29 TNZEZFT 2023 4E 5 HICKETHRIE SNz 20254 3 HIZIXHATH 5
EEN PG BB, B 15mL RE R -720%, 134 7V (100mg/15mL)
B A1~30 0T THRG$ 5. gl 3MHE F Tk 2 8RBT, DI 4 ERRETERICRGS
5 (b7 2ty O EOEZEICOWTIIABRNO Q&A 4-10 ).

CDOXHITHARTIIPL ALS A FIPERWEEL 57225, VLY=L, ¥Ry, BHE
AIANT I YOWTNL I RIFRBRBEOSERN RITFAH SN TR WS EET, A
DIER R B RE EOEITIHICE L THEITH 5 L) ME T 20 ELH L 0 T/,
SOD1 ZBRAZAT S 72\ ALS Tl 3FEEHOPL ALS SOPEHMWEEL e o 72 £ 4 ORRIERHY RE
MEZDOWTHIF S TOEKYRMERIITERVD, ZTREZNCBOTRYR G AR
TYADBGAET D (VVI =N, TFITRY, BHEAINT IV EEKELTA K4 VR KD
Q&A 42, ARBHRD Q&A4-3, Q&A4-9 L),

A EF A FTHLENE A, BFERRLMWED u & EF 4 FZHERE S L TIPS &R
T B, 2008 4E1Z 6 BIDOIFE 249 % ALS BE ORI & FEFMIFFEIC T, PR OFEE
RARIEOWEN, B L OTRE OB R R H 5 2 EAWE SR Y, HATIE 2011 48 9 HIZE
S AE )R X 0 [RG5S A b1 7 1 — OIFIR IR R o Be | 12k LT
Ji L7zt UHMEMFR 2R LR L, LO@BAN RSN R EF A FOMHEICOW
TRHA BT VARED Q&A 4-4 ZH).

EBITALS OFEMHIK LT, TRY Y'Y, FH=IV Y, 77U THY, NI T 2 sRY
Y RN AL EOPEEMEEORBEH RO TV 5.

%3, ALSIZHED M4 ORI LT, REBGEHNAOEDPHCONDZ LD H DD,
JEHEE OBHANZAENFI L F BRI TH 5 GHEFREIZOWTIRAT A F I 4 Y ARKD Q&A 5 S
).

10



[S&DHFRFRE]
FHEAINT IV E N7 ot VIERNG L 2880 et S 5I1H ALS o bk
e Z0HMM - ZEMIIOWT, YTV T—VEF - F=FIZXAWEEIRD SNE. —H,
b7 2Vt ZoW TR B TAGRER B 5 ZHEM 28 B B 2 SRFHI TR R
BTHo2h, WHHNIBIT B TV T =V K - F— % TIE— PR R ALSFRS-R D& #FA
IT7DYETAHHLEMEINTEY 28 SOD1 OEfs TRl & Ao, BHk512 X %
SERDOBER EDFHIZOVWTDOLE F v A 2 BRI,

ik

1

2)

3)

4)

5)

6)

7)

8)
9)

10)
11)

12)

13)

Miller RG, Mitchell JD, Moore DH. Riluzole for amyotrophic lateral sclerosis (ALS)/motor neuron disease
(MND). Cochrane Database Syst Rev 2012; 2012 (3): CD001447.

Miller RG, Jackson CE, Kasarskis EJ, et al; Quality Standards Subcommittee of the American Academy of
Neurology. Practice parameter update: the care of the patient with amyotrophic lateral sclerosis: multidis-
ciplinary care, symptom management, and cognitive/behavioral impairment (an evidence-based review):
report of the Quality Standards Subcommittee of the American Academy of Neurology. Neurology 2009;
73:1227-1233.

Andrews JA, Jackson CE, Heiman-Patterson TD, et al. Real-world evidence of riluzole effectiveness in
treating amyotrophic lateral sclerosis. Amyotroph Lateral Scler Frontotemporal Degener 2020; 21: 509-518.
Writing Group; Edaravone (MCI-186) ALS 19 Study Group. Safety and efficacy of edaravone in well
defined patients with amyotrophic lateral sclerosis: a randomised, double-blind, placebo-controlled trial.
Lancet Neurol 2017; 16: 505-512.

Genge A, Pattee GL, Sobue G, et al. Oral edaravone demonstrated a favorable safety profile in patients
with amyotrophic lateral sclerosis after 48 weeks of treatment. Muscle Nerve 2023; 67: 124-129.
BOATBOEN BRIEm AR e S B, R AR Rt
https://www.pmda.go.jp/drugs/2023/P20230117002/400315000_30400AMX00456000_A100_3.pdf (iif%7 2
2 202546 1))

OKki R, Izumi Y, Fujita K, et al. Efficacy and Safety of Ultrahigh-Dose Methylcobalamin in Early-Stage
Amyotrophic Lateral Sclerosis: A Randomized Clinical Trial. JAMA Neurol 2022; 79: 575-583.

YT I COFEH 25mg RSN A VY B o — T 4 — 4 2024 4 11 HGETH 2 B

Miller TM, Cudkowicz ME, Genge A, et al. Trial of Antisense Oligonucleotide Tofersen for SOD1 ALS. N
Engl ] Med 2022; 387: 1099-1110.

Jaiswal MK. Riluzole and edaravone: A tale of two amyotrophic lateral sclerosis drugs. Med Res Rev 2019;
39: 733-748.

Clemens KE, Klaschik E. Morphine in the management of dyspnoea in ALS. A pilot study. Eur ] Neurol
2008; 15: 445-450.

Meyer T, Schumann P, Weydt P, et al. Clinical and patient-reported outcomes and neurofilament response
during tofersen treatment in SOD1-related ALS-A multicenter observational study over 18 months. Muscle
Nerve 2024; 70: 333-345.

Wiesenfarth M, Dorst J, Brenner D, et al. Effects of tofersen treatment in patients with SOD1-ALS in a
"real-world" setting - a 12-month multicenter cohort study from the German early access program. EClini-
calMedicine 2024; 69: 102495.
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Questions and Answers (Q&A)

Questions and Answers 4-3 [e45]] 4, BB

I9 SRS EDFERZEH

O

O EBHERIC DV TTHHICHAT B ENEETH S.

O SHERIN A5 TRSPITHBERBREEHREZTD.
OEXRLBRERESZRDIHECRERTHD. BERENRAEICRMBESRYF > CLREHA
BOREZRFICKVRERBIICL 2 BHEETHBELERT 5.
OROFRICOVTRERRZLED 8 KEHEREICRAL, RABALGES 1 BRIZKUAD
BRBI(IEETB.

2025 4EBUFE, ALS ICBRBEA O DH 5 L85 RV HHHEHERIE T O h v NORTH 5. 1l
BHEROBWERIZOWTIZERNA v ¥ ¥ a2 —7 + —AZEIDEHRE N Tns Y E2EIER
13589% (1.3%), NFHEREREE (1.3%), MILE (0.9%), y-GTP L& (0.9%), R 7 ¥ ik
09%) R &ETH D, EITHRILODLHEHTIIRL, TILRERBKLT6 » HM OG- T ALS-
FRS-R DI T % 33%MEI T 2K TH A L2 RPFDOIVE TV AT 2 W5 T4CHI L
7o EATH 555 29 (RBHIO CQ2 BM). SMEBAL T 1B EORE, T LI
RERE S, SEAEVE I B EE R (DIC) 2 HF5 L, Bmaikmt 722 0db 5. EEL
BB E A2 RO LA IR TH B,

T/, BKIREDSRD SNZBHTIE, BN RERE-E2008%  HESNTVWEDT
BHICBE LGB KT 5. MAMOZMEEL, HSHEMIIICEHAT LI LhEn
DT, BHH T 23 RERIBHRICBUN, 2 L7 F =, AST, ALT, LDH, CK, M%7 &0
MEAEx Eiid 5. Z0#Hd, WAL CHIMICERL, MAMOREIFO 5 NIEEITE,
EHIEG 2k L, @ R0E AT . PUEME L CEREREREEE &2 L) 23EA 2 DT
B556r, BGRRBEONG 2 HEICHE T 5.

ALS BETIE, WEERIEIMEMICLVMFE I L7 F =V HOKT 22052055
728, BG-GB L OG-, G2 L7 = 2 - BUN OIS AT, i
VRAYF v CIl X BHERARERARIE M E DS M A S ARIC X 2B I W RRREREAN 2
FhiT 5.

BRI VT, BRAB T 48 MO GICB W TG TH - 72 L EFSh T
Wa YRR O R WEERIRe ALS EAEE 5 4 UL E O BE B X OB 70 % A 12
BETFLTWAEEICBIAZIEF UV ARAE LTS,

B S CIRETHOAMEITR SR TR wizn, SRR X 0 KE - F5hikoH%%
MREL, BEOMBEFEOAL ST, BIEHOA MR KR FFIRFELR D W - 3k &% &
D THRA ISR 2 HIWF3 5.

12



JHAHESR I 2 T 2023 4F, T4 T R UREOSEN Bl s 7z (RBRRO CQ2[7) Bl &
M), 5 & ARSI D W I & MR CH 525, RIS RR 2 & o> 8 R %
IR L, MR & D 1 RERIZKDA O E 28 2 LEDH 5. T ORIIHIZEHE
5 OFH-TH RGP EEDFHSThH o727 ZF LT, &K 144 BB ORI %4t L 25
PEIZOWTH 72 RBEEBEDO LN L o720 ZBMRBGICH L COMEARS- AR E
NTnZWn? RERA VI Ea—7+ = AR EIN TV ERZEIVER & IERICIE, v
FTHOHHEEAW T, SMBEE, 70—, BHEFZE, RS, ¥E, i/ IVGR
A, WRERIEA, DIC, SVEMBEE, BMRRE, Yav s, TFI74 9% —0hHb. &
OMORWER & LCix, ALT h&, AST L&, FH, B (L 01~5%) 2 Evd 5 ®.

[S&DHFRFRE]

LY IR FEINEE REMCHET AL T Y A2 AT 53K TH 505 (AEHWD CQ2 %
M), EATHNCE L CTIE, EHR5TEF Y ADEFICROONS. T/, TFFRKUVRAHED
BRMEIZOWTHZEF UV ADE/BARO SN 5.

ik

1)
2)

3)

4)
5)

6)

7)

8)

T YNy MR EEMA V¥ Ea—7 4 — 4 2017 4F 6 HEGET 4 20 ML

Writing Group; Edaravone (MCI-186) ALS 19 Study Group. Safety and efficacy of edaravone in well
defined patients with amyotrophic lateral sclerosis: a randomised, double-blind, placebo-controlled trial.
Lancet Neurol 2017; 16: 505-512.

Abe K, Itoyama Y, Sobue G, et al; Edaravone ALS Study Group. Confirmatory double-blind, parallel-
group, placebo-controlled study of efficacy and safety of edaravone (MCI-186) in amyotrophic lateral scle-
rosis patients. Amyotroph Lateral Scler Frontotemporal Degener 2014; 15: 610-617.

Shefner ], Heiman-Patterson T, Pioro EP, et al. Long-term edaravone efficacy in amyotrophic lateral sclero-
sis: Post-hoc analyses of Study 19 (MCI186-19). Muscle Nerve 2020; 61: 218-221.

Shimizu H, Nishimura Y, Shiide Y, et al. Pharmacokinetics of Edaravone Oral Suspension in Patients With
Amyotrophic Lateral Sclerosis. Clin Ther 2023; 45: 1251-1258.

Genge A, Pattee GL, Sobue G, et al. Safety Extension Study of Edaravone Oral Suspension in Patients With
Amyotrophic Lateral Sclerosis for up to an Additional 96 Weeks of Treatment. Muscle Nerve 2025; 72: 450-
454.

Rothstein ], Genge A, De Silva S, et al. Efficacy and Safety of Once Daily Dosing vs. Approved On/Off
Dosing of Edaravone Oral Suspension Up to 48Weeks in Patients With Amyotrophic Lateral Sclerosis
(Study MT-1186-A02). Muscle Nerve 2025; 72: 433-442.
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Questions and Answers (Q&A)

Questions and Answers 4-7 [e45]] 4, BB

REEMEEIECTTEATNSD

EZ

OALS [CHTBFRRIELT, VLY=L, IF35KR>, BREXAINFICO I AN, E5(C
SOD1 ELFICEREETS ALS (LR T TILE DORBEANBHESNTS. COftBlCH
2 < DERIDEERIEMIBRAREEETNTLS.

OFFEPTHRARDESE, AWMICNZ TREMBKRIERTHY, BREER - BRUNTH
WA E(ERLEL.

V=), TFFRY, BHEAINT IV, 7ok r OKEHHIZH S L OFEHFIH
ALS DIFEIEL U THEE S 72728, EHFARIELN TV ARV, L2 Lads, ASERHM ok
BICEY, AWM TE ARG SN TVD (F1 FIA4 VARIKO Q&A 455
M. 2B, EINTIE ALS B H O N LZ Rl (induced pluripotent stem cell : iPS #lilff2)
ERHVREHRH LR 7)) —= v FORE, KAF=7Rut=u— Lo k) BB
WREMPH ISR, BEFAERIN TS V2

SOD1 ZREZAT 5 ALS RREEZZ NG L Lz b7 2 vt v 0 MHRBESETHTH S
(ATLAS 3B, FUS 2% ALS 1233 % ION363 1& FUS &R EOEMEFHET ST v F L2 A
FVTX7VFFRTHY Y HERZGLEENCBWTE IHERIER STV 5.

T ZIVEEEE T R AL IV VY VF =V DOEFITH S AMX0035 1, /MEER L
ABIOI bary R 7THEEREOYUE Y ERIEART L 328K TH L. 4 THEER (CEN-
TAUR i) @ 24 B H722 ZHERMFICB VT, 79 R E B LWET ALS BEiESH N
J£ (ALS functional rating scale-revised : ALSFRS-R) Gali#d 1 » a7z ) OV ELR %A
BT S87227%, & MAHRER (PHOENIX #l#%) TIEEE - BIEHIEE I2BWTT I b RE
DEBEZRTIENTE RN -7,

ZOMIZ B %  OFEBBHIHESR SN TVREA G5 1), BIZT TRAROHERNIARIMEC
A TRERD KR TH Y, ERRE - BBUATHWS Z LR L2 (4 FI4 VK
R Q& A 4-5 ).

ALS ORER, HRICHE MHRBIZERILR TR T b 2 L% 0, HAPSILTWw3
bYW, FORORT YT - uR /T 7 EALLIENGIRENS. $TITKRE, RRMNT
FTHTEN TS ALS IGHEIEDORIRGHT A A B 4 Y HBHARTIIAFEL e\ 7z, 2024 F0 5
T % 9. F72, ALSFRS-R % #YJIZHEH 9 5 72 DI EHESE B TIEE AR E - BRM R Tt
— &N EERPZZHMISRO 5N TWE Y 20X ZEEBEHMICHAL ST 52 LT, X
D% < O ALS EBEFEBBRSEHNTE/MIN, FTv 7 - OR/T T ORHIZORH S I LI
FEL72w.
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F1 RARPOFREBEEEEL (2025 F 2 A 14 BIRE®)
=] oS TR

Tofersen (b7 T)LEY) RFEESBNSR Y| 3 |SOD1 EBEEDERIH

ION363/Jacifusen/Ulefnersen ¥ 3 ZEA FUS EHE DR

Tauroursodeoxycholic acid/TUDCA 3 S AV RUZROZEL, BER LU ADER,

(VLY FHF20—)VEg) © INEEZ S U ADEH, SRS DI

Masitinib (x>F=7) 7" 3 | SRNECHT BIRENR

Lithium Carbonate (5RBUF 1) © y |REEBBCSIIHET1-0YDRFEY
2 TRERDIEE

RAPA-501 Autologous T cells 2/3 I7x 79—l L0=707 ) PEHRONE
DT DU

Ibudilast (4 7IS ) 2/3 gﬂl:\\!j) —D“i&iﬁﬁ%?@ﬂilmﬂ“l}?
Z—1t (PDE) DBEZE, 7'U ZHERRDIIHIER

Memantine (X<>F ) 2/3 | T ZVBBEICH T DIREDR

Trazodone (~SYV RY) 2/3  |Toxic dipeptide repeats Digs

Amantadine (F<¥>93I) 2/3 | RINZUSBHEOEM L

B, FKiEME ALS 2oV T
H,
PEALS DL YA ) Bfge

AR D%, FUS-ALS 7% EPEGEFTHEE A B
HRESMEOHFRIIHEEZ ). TOOBMRERICANISTE 22 L2 HIYE LKk
(Japan Familial ALS Trial-ready registry : J-FAST) %% 2023 4% & Bl

BENTWD

[SEDAFAFE]

720

BUED ALS AL I T OA % BEES 5 b 0%\,

EEH%ZE} 2 X DR ERGET %

2, SRIEEMEEZ LA NI ZEDY T VT =V - F=F 2iGHTAI L L LET

bHhb.

ik

1

2)

3)

4)
5)

6)

7)

Imamura K, Izumi Y, Egawa N, et al. Protocol for a phase 2 study of bosutinib for amyotrophic lateral scle-
rosis using real-world data: induced pluripotent stem cell-based drug repurposing for amyotrophic lateral
sclerosis medicine (iDReAM) study. BMJ Open 2024; 14: e082142.

Morimoto S, Takahashi S, Ito D, et al; Pooled Resource Open-Access ALS Clinical Trials Consortium;
Okano H. Phase 1/2a clinical trial in ALS with ropinirole, a drug candidate identified by iPSC drug discov-
ery. Cell Stem Cell 2023; 30: 766-780.e9.

Benatar M, Wuu J, Andersen PM, et al. Design of a Randomized, Placebo-Controlled, Phase 3 Trial of
Tofersen Initiated in Clinically Presymptomatic SOD1 Variant Carriers: the ATLAS Study. Neurothera-
peutics 2022; 19: 1248-1258.

Korobeynikov VA, Lyashchenko AK, Blanco-Redondo B, et al. Antisense oligonucleotide silencing of FUS
expression as a therapeutic approach in amyotrophic lateral sclerosis. Nat Med 2022; 28: 104-116.

Paganoni S, Macklin EA, Hendrix S, et al. Trial of Sodium Phenylbutyrate-Taurursodiol for Amyotrophic
Lateral Sclerosis. N Engl ] Med 2020; 383: 919-930.

Zucchi E, Musazzi UM, Fedele G, et al; ERRALS study group. Effect of tauroursodeoxycholic acid on sur-
vival and safety in amyotrophic lateral sclerosis: a retrospective population-based cohort study. EClini-
calMedicine 2023; 65: 102256.

Mora JS, Genge A, Chio A, et al; AB10015 STUDY GROUP. Masitinib as an add-on therapy to riluzole in
patients with amyotrophic lateral sclerosis: a randomized clinical trial. Amyotroph Lateral Scler Fron-
totemporal Degener 2020; 21: 5-14.
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Questions and Answers (Q&A)

8)

9)

10)

11)

Willemse SW, Roes KCB, Van Damme P, et al. Lithium carbonate in amyotrophic lateral sclerosis patients
homozygous for the C-allele at SNP rs12608932 in UNCI13A: protocol for a confirmatory, randomized,
group-sequential, event-driven, double-blind, placebo-controlled trial. Trials 2022; 23: 978.

[ 37 BF 78 B 38 8 N H A EE B BF 72 B S #% B (Japan Agency for Medical Research and Developmzent:
AMED). b HHIARA - ST ek,

https://www.amed.go.jp/program/list/11/03/001.htm] (Rif&7 7 & A 2025 4 6 H)

Shefner JM, Bunte T, Kittle G, et al. Harmonized standard operating procedures for administering the ALS
functional rating scale-revised. Amyotroph Lateral Scler Frontotemporal Degener 2024; 25: 26-33.

Genge A, Cedarbaum JM, Shefner J, et al. The ALSFRS-R Summit: a global call to action on the use of the
ALSFRS-R in ALS clinical trials. Amyotroph Lateral Scler Frontotemporal Degener 2024; 25: 332-387.
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Questions and Answers 4-9 [#r:%] 4. BHLE

BRAEXINSZVES EOFERAEH

BE

OEMCOVWTTRHRBPIT B EHNEETHS.
08 2 DDOHARNEE = i T 22BAHIZE8ET 3.
OBRETISERL, BHANMRENTVSEBM TEET S.

i

FEHER% 1 4E LA, updated Awaji 254 T definite, probable, laboratory-supported probable
D ALS BEEMG L L7z HATORE AR T ERERIC BT 2 AREOR R % Z1F, 2024 4
11 HICHTEESN. ATNF 3 2 50mg &2 1, 16 8 OG5 TUWET ALS Bk R
(ALS functional rating scale-revised : ALSFRS-R) it A 2 7T & 43%#Pifll L 72 V2 HEE 4
BIEMELCTH 74 7%y —, ZOMORENENE LT, 385 (%A, HmMEKESL (1%),
EFHBALBOE (1% A0), BUE GHEAW) ORHEAH 5755 NSO X 237 I Va4
i (500 pg) DELMEFMKTH Y, EAHEREANIHEEO DO TII AW,

P50, 1M 50mg, #A2m, 2% Ed 1 HU EOMEZ 2T, HANERZIT).
PERROE S DM BERANRRIEC L 255 SR TH 575, HiWNES R O fhkEIRE O W 5
P, SEEIRTE, B RBAOEIERE L ER R ML TR ETH ) (REBHIRD Q&A 4-1 5
M), 8] 7% FHARE & Mk O 720 OBWAKHTI OREREDSVLETH 5. Tz, HIRMNIEGF OB H
FEAEDE & X BAR ISRV 2 TR R DL a0 D 5. BITEH SRS 13— R 2 Rl E &
LT 5.

BHIAANIL 2006 4F 7 5 2014 4EI2AT T, FAE 3 4ELAN,  UET El Escorial 250 definite,
probable, laboratory-supported probable @ ALS E# 373 % & %3 4 & L 7= M4 25 AL LGk Bk
(3RER) PEM SNz, FEEHIHE TH % 4 N> MEA T TOWIM & ALSFRS-R Aat 2 2
T OEALE, ARE L THRBRLE T I L RBEMOAEEZBD Lo 7205, FhEfk 1 EDN
DIEBNZ ORI 24T o728 25, A XY+ [FHREH AT (non-invasive ventila-
tion : NIV) # H##, K& T ATHRS (TIV) 7213580C] 54 ColMOER & ALS-
FRS-R O T #IIATE0 H 77200 #2017 470 6 2019 402 LBl FERARRA T DN Bk
PHER I N2 DTH 5.

Vb X 0 AR O VTR I NS OB RIS CIEMRTERIER AL ETH L. 2F D,
AHIOFARIL ALSFRS-R TR S M7 EB BB T A TH 2 &) 2 &, FLAKRISWTz-
TeARMERFEERR 1 AE DI & R ORER] CTRERE S M7z 2 & (GiEtk 3 ELIN DT B & & 728
FRIAMEATFEI TETORWI L), SHIAAHIMERDRIIOVTIRI LI ET Y A% %
WZ i, R LBETRET2LEND L. A THIEE R L REERO SN T
& VW= VORBERAFE SN, LY TR IPHIEREO Thdol, Xang Iy
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Questions and Answers (Q&A)

EVV = VOMIWER OF i Z &8 IS 2~3 KO X 2 HMELED A TIZOWTIE,
WEZIET Y APZ LR TH 5.

[SEDFERRE]
PG aaE I & ARTEDBILR, kB R & oS CEARCNRE), HHICX 24
R b & O E, S SITEFHROERIRIZOVTIE, SRY T VT =V E - F—
¥ HEDIZTET Y ADERPRDOLND.

ik

1) Oki R, Izumi Y, Fujita K, et al. Efficacy and Safety of Ultrahigh-Dose Methylcobalamin in Early-Stage
Amyotrophic Lateral Sclerosis: A Randomized Clinical Trial. JAMA Neurol 2022; 79: 575-583.

2) wE T I UOTEM 25mg BEEEE A V& ¥ e — 7 o — A 2024 4F 11 HETH 2 WL

3) Kaji R, Imai T, Iwasaki Y, et al. Ultra-high-dose methylcobalamin in amyotrophic lateral sclerosis: a long-
term phase II/III randomised controlled study. ] Neurol Neurosurg Psychiatry 2019; 90: 451-457.
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Questions and Answers 4-10 [Fr:% 4. SHYLE

b7 ViS5 EOFERAEH

BE

050D BILFEREHRI DBEDHERDURELS.

O BEIENIRS ZIT ORAITH S.

OREMZFRCHIBEBRICIZ, HHER, HRRRN, RORIRTE BRENELR, RS
MEERRY, BREE, RERERES JUMIMRERA G EDBIERANTRELICERT 3.

i

HARAREME: ALS B#FICB W TRS ORREETIE SOD1 Th 0, Fitmit: (B &=
WREZRT (F4 FT4 VRED Q&A1-10 BH). SODI #IzTF DK 7 v b (BR)™ %
A9 % ALS (SOD1-ALS) EH OFIIEMTF IS &I S Tna v, BiETERICL ) #H
DD HHEREZ S L 72 SODI EHEOERMPEHETHL L EZ BN TS, 7zt rid
SOD1 D#B A HHI L, SODl HHED KGR EAZ WA EEL TV FLV AF YT LAFF
(antisense oligonucleotide : ASO) #H| T 5.

SODI-ALS IZxF§ % b7 = )Vt v OEREILFE S MAHRE E LT, FEERT2H, 77K
36 Bl D EAE AL L # R (randomized controlled trials : RCT) 25 28 R, Z Db 3k
5okt 55817z Y RCT 28 S 2 CO FEFHIGIH H Td % UET ALS BEREFEAM L E
(ALS functional rating scale-revised : ALSFRS-R) &t 23 7DX—=Z 7 14 ¥ H 5O LT,
T REBLVERERETENEN-81 BLU-70THY, MW HFEEIREIN o7
Lo L, #ONRROBRMAEITNA, FEFHEEE DA O K IHHEHE OB d ¥ % 2, A#
@ SOD1-ALS IR 3 A A HIRF T E 2 LKl S, 2024 4F 12 AIZARR S 7z 2 RCT 28
JFARERICBWWT, EEBETIIN=A T4 VI L CRERR T SODI 8 U IR EE 2581y
066 1AL TBY, SR L 3 2 MR R TR ShCw b M4 = 2 —
0747 A MEH (neurofilament light chain @ NF-L) ##EEASRAMF3 1 0.45 124 L Tz
INLRT TR L THERZILTH Y, % slow vital capacity (SVC) % ALS 5 B i
quality of life (QOL) REETH % ALSAQ-5 7 &, MuOEIAFHiEH T —H L THEEHOHL)
TR RIET LK/ TH o 7.

b7zt iE 10 100mg (15mL) 28N G35, #Il, 2 M, 4EE%RICES L,
Dtk 48 B & IH57 5. BHESEHZT> THELZMEL, b7zt b5 L HEED
= (H 15mL) ORHEREZIEHE L TS5 1~3 550 THEAT 5.

b7 2 bt Y ORRABRIZ B THBE (BERTRR, SUMRERERARS T ARE), f
FELGE, BLARRFLBORIE, BEBENE 1A, MRMSEREOFOASHE SN TBY, HS5H Ok
TRUHUEN E & BN 2 B B 2479 & & DI, BES 2RO ICEET 5
DENRH L., INETORBHITEMELZ EORELAESRSL 2 A L-BETIE, &FITHRE
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Questions and Answers (Q&A)

BEOAI R L B VERE O LA bz (L, EELAEREREZEL R 72BETY
FkD EAEZRODL DB 2)Y F72, WHVTHO ASO BANC XY, MR, HER, SHRBKA
Bk, MUMORAME, SEREREEIME SN TWE 220, b7 ot y5RGHS X 05
WM, EMIMICMSE, M ey, BEERRRRAE, BURZEET L2 LENH L. S5, Lk
FUAS MAHRRER B2 DMk G- BRIC BV T 525% CHIE A RBL L - e G s hTB ) 2 HWiET
%.

M7 2V X WL, BEHIER &R SNIEEDOREEIC X 2 BIZAMMAZ & T,
SOD1 DERIRENT VS Z LRI L % 5. BIRFIMAICH 72> Td HAREFAEHIC
B BBIZFARAT - BT LA K4 V0 20X, WUNCERTS. HAICE
W SODT R, HKitk ALS BHE D 32~36%7, %M ALS BHED 1.6~2.3% Tl 5
Nzt snTBy, MEED EFO7z ALS BE TR FWRA S L ORIES 7 v 1Y) ¥ 72
M3 a Mz RMET 2. 2o, @) 2REENAR, HRCIESE, ToEELHBO
FERITH) ZLITMAT, #EPEOND L DRI, B LM R MRS R 5 2
LR H B T L EIZOWTHIHBIL, #RESTIS 2 0l L7729 2 Thikz <
F 22T 2RI TRADPHRMICERETE 2 X ) I33HET 5 (REHRIRD Q&A 3-
5% ).

BIZFWBRAIC L D) 7 2 PRI E N6, ACMG 478 Y 1I2EED W TRERATREIR S
N%. SOD1 D3 7 ¥ F 5[5 ] (pathogenic) TH Y, ALS & L T ORI RZ 1E 213
SODI1-ALS D#Z Wi Mg TE 5. [EMEDOTHREME 2 E ] (likely pathogenic) X[ EFEAW |
(uncertain significance) D¥5fy, SODI-ALS & LT M 7 2 bk VIRHON G LT B HhITDONT,
BRI M EAN OISR % &8 T B 2179 .

[S& DR RE]

BMHSCBT 285010, “Zaeticont, 4%V T7TVI—VE - F=5 0l sFy
ADERPHEEI NS, RO BENOHFRARNEOHIWTR, SOD1 ZR% AT % RIEREH
DEFRDOH N, AR HBIE T 2 5531 4~ — 7 — D%, ARSI,

BREORH % 5T 2T, MREOEEZ &8 2 BIEZFNREDER L, REHROK
IBDBH Y FIZTOWT, MBI 2 MaT & ARH OB LETH 5.

1) % 30 4E O DNA B TR SN 5 & F O@EE AL, (T A EH LAY, 0.1%
REMANZ LR D 5. OO AOBETEHNITEERS] & ik L CHE
T FiDERDPBDONDL T EHB—HINTH Y, FBEHERG]E R DH1 % /8) 7 &~ b LI
R NYT Y MOREFIIIHNERE R, MAZTLEOZHREICREL TS, RED
JFREFEH SN TWAENY T 2 MR ) 7 0 b (58 LITs.

ik

1) Miller TM, Cudkowicz ME, Genge A, et al. Trial of Antisense Oligonucleotide Tofersen for SOD1 ALS. N
Engl ] Med 2022; 387: 1099-10110.

2)  BOZATBOE NS G ERERGRRE. 7 7V Y 7 1 Bl 100mg ARG # (4F1 6 4211 H 20 H)
https://www.pmda.go.jp/drugs/2025/P20250110001/navi.html (&7 722 20254E6 H)

3) Lovett A, Chary S, Babu S, et al. Serious Neurologic Adverse Events in Tofersen Clinical Trials for Amy-
otrophic Lateral Sclerosis. Muscle Nerve 2025; 71: 1006-1015.
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4)
5)
6)
7)

8)

9)

HARRE . BRSBTS BBRFIRE - SIS 274 874 > (2022 4 3 H0E)
https://jams.med.or.jp/guideline/genetics-diagnosis_2022.pdf (ix#%7 7 & & 2025 4 6 H)

Nishiyama A, Niihori T, Warita H, et al. Comprehensive targeted next-generation sequencing in Japanese
familial amyotrophic lateral sclerosis. Neurobiol Aging 2017; 53: 194.e1-194.e8.

Nakamura R, Sone J, Atsuta N, et al. Next-generation sequencing of 28 ALS-related genes in a Japanese
ALS cohort. Neurobiol Aging 2016; 39: 219.e1-8.

Naruse H, Ishiura H, Mitsui J, et al. Burden of rare variants in causative genes for amyotrophic lateral scle-
rosis (ALS) accelerates age at onset of ALS. ] Neurol Neurosurg Psychiatry 2019; 90: 537-542.

Akimoto C, Morita M, Atsuta N, et al. High-Resolution Melting (HRM) Analysis of the Cu/Zn Superoxide
Dismutase (SOD1) Gene in Japanese Sporadic Amyotrophic Lateral Sclerosis (SALS) Patients. Neurol Res
Int 2011; 2011: 165415.

Richards S, Aziz N, Bale S, et al. Standards and guidelines for the interpretation of sequence variants: a
joint consensus recommendation of the American College of Medical Genetics and Genomics and the
Association for Molecular Pathology. Genet Med 2015; 17: 405-424.
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