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ZRMBELE (multiple sclerosis : MS) D BRERAER D FFf 12 13 Kurtzke BEREEX 77—
(Expanded Disability Status Scale of Kurtzke : EDSS) A@E L TH Y, REHABREOT I H LA
SEEICEETH 5. KEBIEHMZE (disease-modifying drug : DMD) DAEMBRERDT-% DK
BERBMEOFMICIIBREAES LOCRBSEBESR (MR) ABELTWS. MS TIXEERYE
DREFEENZN L, BEICETTIREINEFEET I LS, FHBHFEDAHTDMD
OMREZTFMTst3@doniLwn. —FT, HBEEBHERX (neuromyelitis optica :
NMO) /{REFEHA X R Y ;S5 L (NMO spectrum disorders : NMOSD) T3 ERBRENE
RFHRBEOT Y FALFMEICEATSH Y, BRTEVEOEREZ COHBEIFFEIhsZ L
HEL.

fifFa - TEF LA

142

MS DA ENE 25+ 235 L L THA SN a DX, EDSS Th 2", HiThE
PR, HERERERRE, NINARRE, TNERRRRE, RECRREE, BEBEGREE, ULELBERE, AEHhERE,
T oM, O 8IHB OFERESEEE A 7 — v (Functional System Scale : FSS) # L&A & =
BAIT RO EHER~10 MSIZ L 235T) 2 TOMT20EMORAaT Y v 27 %47 5.
NMO/NMOSD % Z DAt B EOFFli i & LIZ LIZHC S5 s2 . MS OEITEIC 3510
T, FEROET 2T 2 REE LTS LV 5157, multiple sclerosis severity score
(MSSS) 1%, TR E EDSS A a7 D2 2DFHMELR LML LEDLE, HE % 0.01~9.99
FTOMTAaT YV V7T 2ETHLY. MS OMITIIZEZ T 285810, & 3 &% LRRH4E
BOBRZ LRI ICODOIBIEL L THU 6415, NMO/NMOSD Tk Rma i b ks e
DT L S EMA LA ZRE T, MSSSZHV 2D AREUTH 2. ZDiE»I2, Muldiple
Sclerosis Functional Composite (MSFC) & MS OH#EATOFFliZE L TV 5.

> MRI 22 1E MS O BIEBIERFM AR TH 20 A7 MS IRBEOHE, 1
HH~1EBECHFROBEREFZOHMBSH VY, 204 SHBBEHCH FY =y 4
(Gd) THRIBICES a3 s, SR EE 6 »ADNICHEET 2. HHELEHV I B I
3 ABEOMET, HEIES G UL PE~1 EREEORIIE TN MRI 23R L, T2 Eim

K 1145 10 5



BRI L 2 HHBIRED 2 CIIREILROHEZ TG T 2 2 LHED 612 M MRIIZ L %
R ORI H & BRI A L BbN s d, HERKTHC S Z Ebne B
W Gd ERROFEEZFHET 2 2 ERERHTDH L2, GET Y M 2OFHlCELTL S
Gd BHFPLEL LY,

HEMIH 20T 2EE LT, 1EHIC) OBRERBESL, RMOHER L TOMML £ &
CHOeON 2, FIRFHSE E TOHIM (tdme o first relapse © TFR), 4F I F %83 (annualized relapse
rate © ARR), 4 F 58 A= A7 # 1 (relapse—free survival 1 RES), I 38 8 A= 77 15 [ (progression—free
survival : PES) L EDRIE L LTHHTH 5. MS TRIHERMEOREN L\ L, FRHEED
VR THEBEIETTAHRETHL Z 2o, BREEDAZEHERT U N 72 OFFHi Huv
52 L3 oy, —J, NMO/NMOSD TEECHELY Y — F O L ICEEE PR
HICHETT 27080, CNOOHFEY A2 ZRHET 248RIEREFHTH Y, FCHERRKICS
WT S B L HE TGRS T2 ) A TEETDH .

MS DIGHET 7 b slls 0T, 1) BEPLC, 2) MRURZDOHH MBS <, 3) MS
B L I MEME O AT RS b NT, 4) FEIRDAEITH L WIKEEE NEDA4 (no evidence of
disease activity—4> EIPOR, EENREIE 2RI T A2 L L TIRBE N TV 5 16).

I ek

1) Kurtzke JE Rating neurologic impairment in multiple sclerosis : an expanded disability status scale (EDSS) . Neurology.
1983 1 33(11) : 1444-1452.
2) Kitley ], Waters P, Woodhall M, et al. Neuromyelitis optica spectrum disorders with aquaporin—4 and myelin-oligodendro-
cyte glycoprotein antibodies : a comparative study. JAMA Neurol. 2014 : 71(3) : 276-283.
3) Sato DK, Callegaro D, Lana—Peixoto MA, et al. Distinction between MOG antibody—positive and AQP4 antibody—positive
NMO spectrum disorders. Neurology. 2014 : 82(6) : 474-481.
4) Rostasy K, Nagl A, Lutjen S, et al. Clinical outcome of children presenting with a severe manifestation of acute dissemi-
nated encephalomyelitis. Neuropediatrics. 2009 : 40(5) : 211-217.
5) Andersson PB, Waubant E, Gee L, et al. Multiple sclerosis that is progressive from the time of onset : clinical characteristics
and progression of disability. Arch Neurol. 1999 : 56(9) : 1138-1142.
6) Ingle GT, Stevenson VL, Miller DH, et al. Primary progressive multiple sclerosis : a S—year clinical and MR study. Brain.
2003 5 126(Pr 11) © 2528-2536.
7) Koch M, Kingwell E, Rieckmann P, et al. The natural history of primary progressive multiple sclerosis. Neurology. 2009 :
73(23) 1 1996-2002.
8) Roxburgh RH, Seaman SR, Masterman T, et al. Multiple Sclerosis Severity Score : using disability and disease duration to
rate disease severity. Neurology. 2005 : 64(7) : 1144-1151.
9) Lee MA, Smith S, Palace J, et al. Defining multiple sclerosis disease activity using MRI T2-weighted difference imaging.
Brain. 1998 ; 121 (Pt 11) : 2095-2102.
10) Ge Y. Multiple sclerosis : the role of MR imaging. AJNR Am ] Neuroradiol. 2006 : 27(6) : 1165-1176.
11) Simon JH, Li D, Traboulsee A, et al. Standardized MR imaging protocol for multiple sclerosis : Consortium of MS Centers
consensus guidelines. AJNR Am ] Neuroradiol. 2006 : 27(2) : 455-461.
12) Brex PA, Miszkiel KA, O'Riordan ]I, et al. Assessing the risk of early multiple sclerosis in patients with clinically isolated
syndromes : the role of a follow up MRI. ] Neurol Neurosurg Psychiatry. 2001 : 70(3) : 390-393.
13) Bakshi R, Minagar A, Jaisani Z, et al. Imaging of multiple sclerosis : role in neurotherapeutics. NeuroRx. 2005 ; 2(2) :
277-303.
14) Jacobsen C, Hagemeier ], Myhr KM, et al. Brain atrophy and disability progression in multiple sclerosis patients : a
10-year follow—up study. ] Neurol Neurosurg Psychiatry. 2014 : 85(10) : 1109-1115.
15) Polman CH, Reingold SC, Edan G, et al. Diagnostic criteria for multiple sclerosis : 2005 revisions to the “McDonald
Criteria”. Ann Neurol. 2005 : 58(6) : 840-846.
16) De Stefano N, Stromillo ML, Giorgio A, et al. Establishing pathological cut-offs of brain atrophy rates in multiple
sclerosis. ] Neurol Neurosurg Psychiatry. 2016 : 87(1) : 93-99.
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PubMed ##% © 1990/01/01~2015/3/31

#1  Search multiple sclerosis [MeSH] OR neuromyelitis optica [MeSH] OR "encephalomyelitis, acute disseminated”
[MeSH] OR (("central nervous system” OR CNS) AND "demyelinating diseases" [MeSH]) 52,816

#2  Search treatment [MeSH] OR therapy [SH] 7,042,022

#3  Search "Outcome Assessment (Health Care)" [Majr] OR outcome [TT] 127,149

#4  Search #1 and #2 and #3 244

#5  Search #4 Filters : Publication date from 1990/01/01 to 2015/03/31 ; Humans : English : Japanese 223

BEEL @R~y P —FTaEmmL .

BEHrEERRER 1 1990/01/01~2015/03/31

#1 BiBE B/ TH or 25 MEREILIE/TH or BUMHE BB 95/ TH or TN B2 2 VEBEYE/TH 21,545
#2  IGRAF/AL - 891

#3  HHEBGRE/TH 223,404

#4  #2or#3 224,114

#5 HFE/TH 1,939,222

#6  SH=1GFRFH, 167, S, YVRHHE:, oA, e, Ak, BURBE 2,821,806
#7  #Sor#6 3,668,826

#8 #1 and #4 and #7 372

#9  (#8) and (DT=1990 : 2015 and LA= H A, 755f and CK=t ) 354

#10 (#9) and (PT=%78%F<) 240
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BREE QOLREZFIAL, &  NEZOIHMWALERRAEZTML, BEDROFME
PREOEOHEICELT e rHEENS .

ZRMEILEE (multiple sclerosis : MS) BE TOAEEDE (quality of life : QOL) DRETIER
ZFIAL, QOLICHETIEFRICEHEL-BEORRKEZTML, ZIISHA - XETSI ¢
T QOL Oit#s - MEc&Erd 2 epiEahz I

10

Bamns S\ = ok

T HAY
WAEBES 7 U b 2 OWEEDFEER S N, R E QOL 23R R /i O YL FEARS
REEZOND LI -7 EHEME QOL RIEZFIH L THRE - Ml o EEI 72 ik
W% -4 5 C £ T, EENLEEDROFERL N EO - DM -2 Wi T & 239
ITIRER N ER ORI EOBRBEZERIE MS B350 QOL 8L, wir#EL L otta
TREIENTH Y. 21, /ri#EZEO QOL ML - MEsv s LREZAFOD
QOLM Iz b BT 29 612, BEMO MS CHET 2 HHIER ORI, CER
REWEMEDTI 2= —2 2 VOIRED QOL BT 5 Z LAURIBESN TV 57,

R - TEF LA

BEFe, MS HBE R L TOBRBRLAEOFHIICIE, EFHLER SIS BB BED H
LT &I, FEIR, FZEEE, FREE, WREREOZILGEERIRO FIC 5 FHlIEE L L €
FH SN, BREFEEEDOME L L T Kurtzke #EBEEE A 77 — v (Expanded Disability Status Scale
of Kurtzke : EDSS) 2SS N T &7, /0, MRIFTROEELFEELSN TS, LaL,
THEBEDOHE S ICEESTH T U N h 2 OLBEEPEER S N, BEOFEREE HEE
5, R IR, RIEATEAESEE R E~ORB P ED ICEBINLIRE, T70b b EEM
# QOL b it NMEOBEELFMAM R EE L OND LIS h 572" BT 2 R
PR E QOL RETH Y, QOL FHili 2 MR OHE I EAT 52 2 LT, EDSS % MRI
WROZALTIIFHIT & s v, EBINGEENRZFTMT S 27 /BE»DH 5.

MS OFEEFFRN QOL REL L THAGRTHHTE 2 b DIXEs i, BlEME - 245M%»
RERE & 41T > % @ 13 Functional Assessment of Multiple Sclerosis (FAMS) & Multiple Sclerosis
Quality of Life-54 (MSQOL-54) D 22> TdH 5.

FAMS 1%, 73HH, 58 MOEM» MRS N T V27, MRS > TIXBIERR 2 T L
T\ % the Functional Assessment of Chronic Illness Therapy (FACIT) (http://www.facit.org/) ~O
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BENVETDH 5.

MSQOL-54 1%, 143 H, 54 HOEM» oK S N Tv2Y. HAFER (MSQOL-54)) %
MR T 256 X HARGER 2 1R L 72 ENZAS M - MR ZE £ o % — bR s V&b e 5 4
EHnY

72, 2007 FFICHARAMS BEO QOL ALV EEHE CIThN, ZOHREFHT S 2
LTHE QOL ZiEfy - M a9 2 EeME»H 2> EDSS IEHEE QOL 2k & CEL,
RSB 2 I A 25003 % THETDH 5. #I7TIREEIE MS BED QOL (28T 5 ICo sy
T EOMSTRIAEREEDNS. NMEEORFKS BEED QOL ST 55, 20t
BEEHGCROTNEED QOL ZFFiL, ZNZHfF - ME3¥2 I LPEHEHHD
QOLMEZ b 2L 2 WHEMEZ/RL TV A, & 512, MSCRIT 2 Ak IS O AL L,
FREMPAEEMEDII 2= —2 3 VORED QOL BT L Z EaRIESN, Z0OmM
BT 2 ERE WO LIS, YESEECH LY. 20E s b, FIFWAEES A v
s—7 xn EEEHLE LIS MS HEBESEE QOL IEET 5 2 L § FNNDEITH
THHENTH I EETNETHL Y.

I ek

1) R, [PMEER I 510 5 QOLFFFEOBUR] Feesc b QOL. PREEHFE. 2004 1 53(3) 1 191-197.

2) O LA, L. ZHRMUEMAGEDHHRE 7 7. QOL L7 7 - AlfiRE0#ED ). & A, HERE—H &f7 7

v—F  ZEMERAE L ARMRERERZ. ILEE. 2012, p. 288-291.

Hobart ], Lamping D, Fitzpatrick R, et al. The multiple sclerosis impact scale (MSIS-29) A new patient-based outcome

measure. Brain. 2001 : 124(Pt 5) © 962-973.

4) Uitdehaag BM. Clinical outcome measures in multiple sclerosis. Handb Clin Neurol. 2014 : 122 : 393-404.

5) Kikuchi H, Mifune N, Niino M, et al. Structual equation modeling of factors contributing to quality of life in Japanese
patients with multiple sclerosis. BMC Neurol. 2013 7 13 : 10.

6) Opara J. Burden and quality of life in caregivers of persons with multiple sclerosis. Neurol Neurochir Pol. 2012 : 46(5) :
472-479.

N2

3

7) Cella DF, Dineen K, Arnason B, et al. Validation of the functional assessment of multiple sclerosis quality life instrument.
Neurology. 1996 : 47(1) : 129-139.

8) Vickrey BG, Hays RD, Harooni R, et al. A health—related quality of life measure for multiple sclerosis. Qual Life Res.
1995 : 4(3) : 187-206.

9) WARMZ, BN, FEFEN, M. HAFER Muldiple Sclerosis Quality of Life-54 O HEMEOME. EiflkE. 2004
44(7) : 417-421.

10) Kikuchi H, Mifune N, Niino M, et al. Impact and characteristics of quality of life in Japanese patients with multiple

sclerosis. Qual Life Res. 2011 5 20(1) : 119-131.

11) Solari A. Effective communication at the point of multiple sclerosis diagnosis. Mult Scler. 2014 : 20(4) : 397-402.

12) Di Battista G, Bertolotto A, Gasperini C, et al. Multiple sclerosis state of the Art (AMART) : A qualitative and quantative
analysis of therapy’s adherence, hospital reliability’s perception, and serveices orovided qualiy. Mult Scler Int. 2014 ; ID
752318.

13) BF B NEAST, WM, B Interferon—B1b MH RN 551 2 ZEEMMALIER A O quality of life OFRET. 1
IR, 2003 5 20(4) 1 459-463.
14) Wundes A. Contribution of intangible costs to the economic burden of multiple sclerosis. ] Med Econ. 2010 : 13(4) :

626-632.
15) Simone IL, Ceccarelli A, Tortorella C, et al. Influence of interferon beta treatment on quality of life in multiple sclerosis
patients. Health Qual Life Outcomes. 2006 : 4 : 96.

Igx - s Li-ZrEH

ks R

PubMed #%% 1 1990/01/01~2015/03/31

#1  "Multiple Sclerosis" [MeSH] 45,636

#2  "Personal Autonomy" [Mesh] OR "Self Concept” [Mesh] OR "Disability Evaluation" [Mesh] OR "Activities of Daily
Living" [Mesh] OR "Quality of Life" [Mesh] 277,591

Il 10 %



#3  "Patient Outcome Assessment” [Mesh] OR "Questionnaires” [MeSH] 324,304

#4  Patient—reported OR Patient—based 15,115

#5 "patient outcome assessment” OR "patient outcomes assessment” OR "patient outcome measurement” OR "patient
outcomes measurement” 1,141

#6  #3or#bdor#5 336,202

#7 #land #2 and #6 734

#8  #1 and #2 and #6 Filters : Publication date from 1990/01/01 to 2015/03/31 ; Humans ; English ; Japanese 677

[ P EER 1 1990/01/01~2015/03/31

#1 ZREMWEALE/TH 7,905

#2  HADEBME/TH or HOMA/TH or FARREREH%E/TH or A1 DE/TH or HHAEGEE/TH 102,484
#3  BET UM A LFHI/TH or ERIAKE/TH 173,843

#4  BEM/AL or HTHIE/AL or HCHE/AL 12,492

#5 #3or#4 174,383

#6 #land#2and#5 6

#7  (#6) and (DT=1990 : 2015) 6

WEL L E Ny Py —F Tl .
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ZHRMBEILEE (multiple sclerosis : MS) IZ R8I 7% MRI B & % & ¢ % clinically isolated
syndrome (CIS) £B#& Tld, EEEEHE (disease-modifying drug : DMD) #ZEB L TH &
(WY 2D+

BRERBICSWTIIRHIC DMD MK 2 - L 227 3 [HEEN.

ZRMEMEITE MS (secondary progressive MS : SPMS) Tl&, FICEBRVCEGLOFEMEL A
Sh3EEICEWTIEDMD #BmLTH &V JEEEN.

fiftal - TEF U

148

1.CIS IZE T RBOEE
CIS 2% 5 DMD OHEMIEICE L T, 4> X —7 xn > B (interferon-B : IENB) ", 75
F 5 = —WEEERYE (glatiramer acetate © GA)?, teriflunomide®, cladribine” DfEHEA 1L 2 — 7\
LEESNTHY, W TFiis e Td 25 DMD 2 MS ~OiEE 2 FREc#ifl+2 2 L3
HESNTVS, INLORBOBMFARICL T, EXRTHESNIETS I RELY
SIHERT 2 ) AZBEM IO TR SN2 2 EPHESRTH2". Lal,
BEEREDHEIT B L TIX IFNB-1b (23613 5 BERD 3 £ B DMLY IS W THERT S 7 LR
BLOVEFPIHENTO 0D, SEHDRIEZOEDPHERENTY, ErOHRKRT b
CIS DEFE TR BIAT 2 2 L2 & 2 BEEETHHZ R SRS ATV, LIAT,
NGO D CISORERIZH VT, HEEMUEOM MRIFEZHT S 2 Ly b ) —JEi#EC
Aqfwé%®ﬁ%<W AR S 1T % McDonald #2254 (2010 4500 # v 5 &
SIZEBW S N2 ER»E TN T2 REMESE V. MS IZHF#AY MRIFTR (CQ6-1-3 2
) BHT 5 CISHERIZ 3Tk, MS ~DHEE % 3 2 KT DMD %32 2 ) » b
XH5BH, AFZITIX, CIS 124 LT DMD O FEFE A 13 72 .

2. BRERHICKIT2RHRBROBMNE

FIFE BRI MS (relapsing-remitting MS : RRMS) (2 #5137 % IFNB D IR D 7~15 FF %D
BERAR I BT, %ifﬁ#@h?ﬁb77tfﬁ&mmﬁ FEEOMET PRI S TV 5 2
EATRENTL S 203X IFNS-1b (2 %1 5 16 EHOBIFRAE TR S v - 1
B FFEH O 21 B O TIXEECHIE S CHED MS B X 2R D 7 5 £ R

K 1145 10 5



LHRTAHEERC C LASRESATwh 2",

ZRMEETTHICEH TS DMD B %

SPMS (23517 % IFNB DARIEIZEI L TWEHEBR S L ICB L 2R E TV 5. 3 —nm vy 3

%1} % R RER T 12 IENB-1b DEEFEOMET 2 HHIT 2 2 L3RS TL 20 2DfkiC
WE SNk P ECRHKRRB T IFNS (24 2 2O RIGER IR TU LT el
SERBHIATETO 2 R IS I 2B L D BB B s U T REE TR RS AL R TR Y,
IFNB S FRFEHIHIRIA, MRI OFFEIEMIPHIRIR ZRL TV D 2 En 6, SPMSIZHWV TS ﬁ
It b BAE L FCBEEAEAT 2 EIHI T 2 W REME X H 5. % 72, Multiple Sclerosis Functional Composite
(MSFC) % FZEFiTEH £ L 7cilBR < 50 Tk IFNS-1a #° MSFC OHEIHIZ R ZRL T
H ]6>, Kurtzke fl‘/\[’i‘%rﬁx sr — v (Expanded Disability Status Scale of Kurtzke : EDSS) T (& 5l
L & U WHEIRO AT 2 3P89 2 T REME X H 5 .

I ek

1) Clerico M, Faggiano F, Palace J, et al. Recombinant interferon beta or glatiramer acetate for delaying conversion of the first
demyelinating event to multiple sclerosis. Cochrane Database Syst Rev. 2008 ; 2 : CD005278.

2) Comi G, Martinelli V, Rodegher M, et al. Effect of glatiramer acetate on conversion to clinically definite multiple sclerosis
in patients with clinically isolated syndrome(PreCISe study) : a randomised, double-blind, placebo—controlled trial.
Lancet. 2009 : 374(9700) : 1503-1511.

Miller AE, Wolinsky JS, Kappos L, et al. Oral teriflunomide for patients with a first clinical episode suggestive of multiple
sclerosis(TOPIC) : a randomised, double-blind, placebo—controlled, phase 3 trial. Lancet Neurol. 2014 : 13(10) :
977-986.

Leist TP, Comi G, Cree BA, et al. Effect of oral cladribine on time to conversion to clinically definite multiple sclerosis in
patients with a first demyelinating event(ORACLE MS) : a phase 3 randomised trial. Lancet Neurol. 2014 : 13(3) :
257-267.

5) Kappos L, Freedman MS, Polman CH, et al. Effect of early versus delayed interferon beta~1b treatment on disability after a

=

3

4

=

first clinical event suggestive of multiple sclerosis : a 3-year follow—up analysis of the BENEFIT study. Lancet. 2007 ; 370
(9585) : 389-397.
6) Edan G, Kappos L, Montalbdn X, et al. Long—term impact of interferon beta-1b in patients with CIS : 8-year follow—up
of BENEFIT. ] Neurol Neurosurg Psychiatry. 2014 : 85(11) : 1183-1189.
CHAMPIONS Study Group. IM interferon f~1a delays definite multiple sclerosis 5 years after a first demyelinating event.
Neurology. 2006 : 66(5) : 678-684.
Kinkel RP, Dontchev M, Kollman C, et al. Association between immediate initiation of intramuscular interferon beta—1a
at the time of a clinical isolated syndrome and long—term outcomes. Arch Neurol. 2012 : 69(2) : 183-190.
9) Comi G, Martinelli V, Rodegher M, et al. Effects of early treatment with glatiramer acetate in patients with clinically
isolated syndrome. Mult Scler. 2013 : 19(8) : 1074-1083.
10) Kappos L, Traboulsee A, Constantinescu C, et al. Long—term subcutaneous interferon beta-1a therapy in patients with
relapsing—remitting MS. Neurology. 2006 : 67(6) : 944-953.
11) Bermel RA, Weinstock-Guttman B, Bourdette D, et al. Intramuscular interferon beta—1a therapy in patients with relaps-
ing—remitting multiple sclerosis : a 15-year follow—up study. Mult Scler. 2010 : 16(5) : 588-596.
12) Ebers GC, Traboulsee A, Li D, et al. Analysis of clinical outcomes according to original treatment groups 16 years after the
pivotal IFNB~-1b trial. ] Neurol Neurosurg Psychiatry. 2010 : 81(8) : 907-912.
13) Goodin DS, Reder AT, Ebers GC, et al. Survival in MS : a randomized cohort study 21 years after the start of the pivotal
IFNB-1b trial. Neurology. 2012 ; 78(17) : 1315-1322.
14) European study group on interferon f~1b in secondary progressive MS. Placebo—controlled multicenter randomized trial
of interferon B~1b in treatment of secondary progressive multiple sclerosis. Lancet. 1998 : 352(9139) : 1491-1497.
15) Secondary progressive efficacy clinical trial of recombinant interferon—beta~1a in MS study group. Randomized controlled
trial of interferon—beta—1a in secondary progressive MS. Neurology. 2001 : 56(11) : 1496-1504.
16) Cohen JA, Cutter GR, Fischer ]S, et al. Benefit of interferon f~1a on MSFC progression in secondary progressive MS.
Neurology. 2002 5 59(5) : 679-687.
17) The North American study group on interferon beta—1b in secondary progressive MS. Interferon beta~1b in secondary
progressive MS. Neurology. 2004 : 63(10) : 1788-1795.

=
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PubMed #:% 1 1990/01/01~2015/03/31

#1  Search "Multiple Sclerosis/drug therapy” [MeSH] 8,237

#2 Search recurrence OR relapse OR relapsing OR relapses OR progression OR deterioration 872,499

#3  Search chemoprevention OR "disease modifying" [TIAB] OR prophylaxis OR prevention OR prevent* OR predict* OR
reduc* 4,935,211

#4  Search delayed OR early OR strategy OR strategies OR "Time Factors" [MeSH] OR "clinically isolated syndrome" OR
"radiologically isolated syndrome” OR (first [TIAB] AND suggestive [TIAB]) 2,854,253

#5  Search #1 and #2 and #3 and #4 630

#6  Search #5 Filters : Publication date from 1990/01/01 to 2015/03/31 ; Humans : English : Japanese 559

WRL e~ Py —F Tl .

B PEERRER £ 1990/01/01~2015/03/31

#1  (ZFUEMALIE/TH or 258 MERE{LiE/AL) - 8,895

#2  "clinically isolated syndrome"/AL or "radiologically isolated syndrome"/AL 32
#3  (F%/TH or Fi%8/AL) or #EBE/AL or #EAT/AL 365,079

#4  TPi/AL or /AL or B 1E/AL or "disease modifying"/AL or I£ii/AL 648,673
#5  FEHI/AL or FWI/AL or B IE/AL 247,577

#6  #2or#5 247,604

#7 #1 and #3 and #4 and #6 40

#8 (#7) and (DT=1990 : 2015 LA= HAGH, #5F CK=t ) 40
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#1772 7R ¥ 4(aquaporin-4 : AQP4) iR 1t ) 1R # IR B BE % (neuromyelitis optica : NMO)
I3, BREIHOLHDOABEEZTEXERIRCHRTS L 28ET 2 [EEEN.

1 AQP4 HAKEEED NMO TH, BREFHD-HDEBRBEEEZ TEX3EITR(HHBRTEI L%

#v2 .

El=N=N
g HiY
NMO &, Z3VEmALAE (multiple sclerosis : MS) £ WXET 5 THATHORGEZ L 5 2 L3
ThY, EERMELAOFFEIZLVEL L, HBERME L THEPSCOREMEEFMTDH 2
2, AR ATIE LI LIZEHICEY, FHA TSNS EE O RS, FhiE
EREICTILELL .

G- TETF A

HETFH#ITbCEE, NMO OEMBERERIE 1~2 MU EE#RESNTH Y™, HIE
JEIEMS &9 b5\, Cabrera-Gémez (ZEFEFAII BT, NMO OZHi» LI : TOH
MO PfEE 15 2 AT, 1TEMH, TEDEDPCFN S 448%ThH - o E#E LY. Kidey
L OFETIX, PLAQP4 HLEIHTED HAN NMO B3 47 N CPgRemiii 115 » 5) OF)EFE
FE & TOHRRMEIE 15 » A TPFHEMBEREEL 0.63 ThH -7 Wingerchuk & & 48 A D
NMO BHEDOFIE  TOMMEZHRAEL, 1ELIND 55%, 3 ELIND 78%, 5 FELLIND 90%
Thor12tLTWwbY %72 Weinshenker b 1k, THEXBLE 2L BHAEDERE T
NMO-IgG BHHETH 5729 ADBZED 5 b, 4 A (44%) ¥ 1AELPIC T L Ic LG L7,

FHIEEFEOIER S MSICHRTEETHL 2L, LELEEEOREEY 127, %
DIz, NMO OEFEZHHIT 5 2 Lk, BEERENIC b AEHOE (quality of life : QOL) DI
oL YRKERETHHL EEZ NS, LY b, PLAQP4 HUAMGED NMO 1k, JifkEEED
NMO ZHNRTHFESNEC, IOVFEETHL LRI TV Y. T AQP4 HLM(Mix EIE AL
LHA2REEMBALTEY, WMBPRELTVEEEZLN5 500, PRGOS L HEOR
WAL LS EE T, BEATIXENMO OFEL2THT 2 2 LRRETHLY. Lich -
T, WETHOIH OEHEIEX, BARERE WG RPN AQP4L Vi Lo b 67,
WS L IR THER 2SR T 2 2 EPE T Ly, HLAQPS HLiEREETED NMO O —E
BRAED R B TH L WM REIN TV 210 5, FCEMEIAHTH Y, PuElE
OEFHAS, HIESE, MEKEORETHEEL K-> TU2EELH 2100, BT VT
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&, PUAQP4 PUARGIED B (CHE U THIE T O OWEFELFGT 5 2 EVE X L.

HETHOWREICL > T, NMO OBFEPAEICIH SN, BEOETHIHIESNL L
% DIET/REN TV S, Watanabe b1k, NMO D 9JEFIZ T 7L F=>'1 > (prednis-
olone : PSL) % 5-If & e G0 DM T2 LIk L, PSL IEF% 5-BF O F R FF 583 0 h Jefl 53
1.48 (ififH 0.65~5.54) TH 7Dk L, PSL#RTHTIX 049 (il 0~1.31) L AEIAL
Mot b L . THFFETY v (azathioprine : AZT) )V ¥ = TOHS BT
NMO O 4F R FFEEEH BT L, Kurtzke #8&HEEE 2 77 — v (Expanded Disability Status
Scale of Kurtzke : EDSS) #5878\ LELET 2 LT s T 0 ™, FIETHIRBLT ) 5k
ERE .
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PubMed 1% 1 1990/01/01~2015/03/31

#1  Search neuromyelitis optica 2,207

#2 Search recurrence OR relapse OR relapses OR relapsing 442,828

#3  Search treatment OR therapy OR therapeutics OR chemoprevention OR prophylaxis OR prevention OR preventive OR
prevent® OR "secondary prevention" [MeSH] 9,077,855

#4  Search #1 and #2 and #3 376

#5  Search #4 Filters : Publication date from 1990/01/01 to 2015/03/31 ; Humans ; English ; Japanese 274

HEEL L E N P —F Tl fe.

BEHRERE © 1990/01/01~2015/03/31

#1  (ZFEMERELRE/TH or Z3EMETALIE/AL) 8,783

#2  (BAMERT B8/ TH or SUAMETFBEZE/AL) 1,648

#3 #lor#2 8,813

#4  "Aquaporin 4"/TH or 7 2 7 R )  4/AL or Aquaporins/TH or aquaporins/AL or aqp4/AL 3,270

#5  (GEWIREITH or FHWHD/AL) or (K FHi/TH or R FHi/AL) or (15%/TH or F338/AL) or FFi/AL 1,492,023
#6  SH=HHAAORIA, SEMHE 1,146,230

#7 #5o0r#6 1,674,238
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#8  (PPiHEAE/TH or FHiHAAE/AL) 17,162

#9  #7 not#8 1,657,076

#10 #3 and #4 and #9 326

#11 (#10) and (DT=1990 : 2015 LA= HA&GE, #FE CK=t ) 323
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10.3 | Non-responder DEZELHIE

@ 10-3-1
B R TP HEIEHD non—responder LIZEDLH 73 B
7

=]

&

=

BEMAERLEEREIUEI/RREL BEVPEZSEOETHIEHONSZEE % non
-responder L IERZ LA TEZES. LHL, AERARBREBEOEDRKRT, DX HEE(C
& 2T non-responder L ¥IET B2 —EDEETH L.

GRS

R HIG TR & EEIEBI R L, HRSLEEEOETHFED 615 BH % non—responder
LIFRZEDTE S, 200, HEPEEEETZIREICA VX —7 21 B (interferon-p :
IENB) %7 7 F 7 < — Wik (glatiramer acetate © GA) (2%} ¥ % non—responder # £ T % /7
EAVEZERINTER. L2l WREAGZEO EOREET, Fo L 5 3E#EIC L 5 T non-
responder & HET 2 o>, ERA L GE BRI DY ke, 74TV EFRF XY
A>T RRGRE L THRIENS L SNIHRIEIZIZ LA WY, HEBETRO LA, HRRSHE
W A+93 7% suboptimal responder # T & 27X R RIMT CEXEETH L. 20D,
Die (L SIGERAG 1 AERR IS, FIEHE L REEOMTT, MRIEROZALIZ & > THE G
R lid 2 Z EDEETH L.

FRFEHMHRE b B E BT IO MRI RO 2N 2 72 3 B H #481E 12, non-responder % 5%
T5, HErVIXHEFEEOLHPHERT LoD EPRESN T2, 2ORENL SO
Canadian MS Working Group (CMSWG) (=& % Fi#e3Y L Rio Score” ThH 5.

Rl - TEF LA

154

IENB iR R 2 OS2 Mah U Iciize 2 6 1%, TREBGHR 2 4EM I 6 » Ak T 2
Kurtzke #A&BEEE A 77— v (Expanded Disability Status Scale of Kurtzke : EDSS) 1.0 LA b D FEERE
HEFT DD 645 | B % non—responder L EFT H I LT, ZDROBEEEZDMT) 22 %
BOBELICFUTE2 2 LHWESATL2Y

CMSWG (2 & 2 By, WRELTHOLEM 2 ZIHH N ZEE (nowble), & (worri-
some), ZEH M (actionable) D 3 BB IZHT 5 & DT, 2004 FE W TEHEINLY. %
DIRICHET S NICHEEET X, BHREOLHEEMRFA T 2HBOBEr X vk LHBER < K] -
(- Tl O3EBTHHMEL, WIFNr»OHEETHREL v [E] THLE, 2 O0HH
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T [H] Thage, 3 20HATNTT K] THALE X, EHEROEELPRET5 2
LBRETHLESHTL Y,

Rio Score (X BB 1 RO L%, 3 2OEHZNZFNTAa7fbL (FHEHETO & LK
3D, IFNBIHRICH T AR REA I T L > TEEBNCEFMMT2 8D TH L. A2
T2 L3 THIYA, TOROEEEETO) AZPHCEHANSING. 0%
EIRBANG 1 44O MRI R OZAL L 3 X - T, GG 2 4 B DO EERE#1T Y
ZZHBTFRUCTELEHBWOHEL DY FIHEE L MRIE{§OZE & - TEFET 5
modified Rio Score MERK S 1172”. WEFNRD A3 7 &, EFEE 2 £ H DO ER ST %
FHT20HHTHL 2 ENFEIESNTLLY,

ZDE 7, T4 TIZHRE S 17 suboptimal responder D EFELZ D\ T 2 DA % Rty
CHGET L ISR RS O, TRIRERLG 2~5 4EM T EDSS BEALT A2 ) A Bl b KE L K FHIT X
ek, EERB 1ERCHHED 2 CEIERT2WES 1EULEDH 2 | BETH-10Z LW
WEESNTU27. 27, AR E 2 & Ui OB R0 SFMIE B %8 A A 472 5Pk &
RIESNTV2,

EESUOME R BTG L, (HEFIG R OB E ST 2 EE & < EMECTHIT 5 700 O LM ST
LTuowv, BEMGHRT S 2 150 RN, ENMOEEDR P IEMICTHT 2700101k, HE
SR HET 554 A ~—T— DRV ARTTRTH 5.
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PubMed 1% 1 1990/01/01~2015/03/31

#1  Search "Multiple Sclerosis" [MeSH] 46,189

#2  Search nonrespond* OR non-respond* 21,830

#3  Search nonrespons* OR non-respons* 10,074

#4  Search #2 or #3 30,291

#5 Search #1 and #4 173

#6  Search #5 Filters : Publication date from 1990/01/01 to 2015/03/31 ; Humans ; English ; Japanese 158
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BRI E Y P —F T .

BEHEERER 1 1990/01/01~2015/03/31

#1
#2
#3
#4
#5
#6
#7
#8

(ZFMRLAE/TH or £ 5 MEMALIE/AL) 8,895

/ “|ALand v ARV X —/AL 90

nonrespond/AL or non—respond/AL 415

nonrespons/AL or non—respons/AL 33

ES/AL 1,157

#2 or #3 or #4 or #5 1,680

#1and #6 8

(#7) and (DT =1990 : 2015 LA= HAGH, 35k CK=¢ I)
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Non-responder LHIRTLIZI5A, EDIINIHULS 257

HELE
Non-responder & ¥l L7-15E, BREFH L ETNHO-HICERBRENEEZITIZ L%

iy 1c+ |

10

=l=N==R
- HiY
Non-responder % suboptimal responder T &, FEIHEIPEL 5t L EEEOEITHBES 1
L. [GHERPAEET L LT, BETHLETITHOME SO L I L oGS N
TWw5,
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ffEa - TEF LA

A& —7xznm B (intetferon-p - [FNB) 27 F7F 5 ~ —RRE (glatiramer acetate : GA) TiH
BRRDA TS TH > IO IEBREOLEHEThNICEE 2, IENS » 5135 D I[ENS ~)
DERZTICHE (n=65), IENB L GA W)Y B2 7clE (n=14), GA %> 5 IFNB ~Y) b # 2 fo i
(n=11) ZHHL T, Y)Y B ARBROFEMEEELHFHIHEN LIGER, ol hF
ABTOEMBRESY VBRI BEABRCERT LI EPHESRTH2Y. LaL, IFNB
5 GA~NDYI Y B2 HTOAFEERRD L P - EDOHE L H Y. —TF7, Hilk IFNB-1a
TI8SP AL EHEEZMGET 5 &, MEC 1R EOBEZRDICEE h=62) ZXFRI,
GA ~DY) Y & 2 ZAT\ 36~42 > B L ZCHFZE Tld, 4ERIFREA 132 220 052 ~A H
T LIS LM s RT e Y. ki, BREDEPART ST, R IENS 26 &
H& IENB (n=31) ~, IFNB %5 GA (»=31) {2, GA %5 IFNB ~Y V) Bz »frbnic B
(n=12) Z ZNZN3EMBHLICHER WOBA LI > TEMBEEEVZNZTNOMHT
57%, 81%, G3WET L7cZ EHWMESNTV2Y. 21, BROLVCEZOHE LYY Fx
HE 2N ZF 4 55%, 16%, 27% TH 7126 DH, 0% 213 68%, 68%, 63%~%+ N Zh
mmLZ ErEEsRTe Y. Lael, S OEMNEIENS ~OY ) B2 2o0u T,
O » R RrRO Lot LORESH .

IFNB % GA THBEHEDAT D TH > 12HE, CNOOERMTW ORI RITI LY,
T4 vTYERRTZY X T~DOY) Y B 2 AT- 1213 9 PEFEDRORE 2 L PHHE SN T
W57 IFNB X GA DRI THI Y B2 2 T KBEL F 4 ) R T ~DY Y Bz T olER 2
MZN2EMBIRLICE A, YO BRI EMEMBETHENRECAEERZRED L P51
», 24EECE, OFFEOLVCEE, @Kurtzke AR EREA 77 — v (Expanded Disability Status
Scale of Kurtzke : EDSS) DT #iA LWEH, @MRI LOFEEINEZEO L CEBE, @207
RTEPRD L CEBFEHEO L CEZOEGE, TR F R AT ~OY W B2 HTEE
CE - EDPHESRTV Y. %7, A7 2HCLBERE» S, HEDY 221

CQ10-3-2 157



158

58%, EDSS OH#EATY A 2 1% 62%, MRI EOTEEIMES BT 2 Y 2 213 44%, #HEHEHEOD
221X 49%, *NFNEFTCET LI EPHESR TV, [, BExa7~yF
¥ 72 & Y TOP (Tysabri® (natalizumab) Observational program) B §k# (74 ) X~ 7 ~0
Y& 2 #) £ MSBase (Multiple Sclerosis dataBase) &#k#f (IFNB & GA DM TOW Y B2 #) ZIb
BT L ICHRER, 72U A= 7 ~O Y B ARETIE, IFNS & L {13 GA 12 & 268 2 flkfc L
FCHEC I L THIRITE ) R 2 3 S4% A BAAKT, FEEMETY A2 b 26% A E CHf S h
RIEPHEESN TV, 74TV EFCOCT B, @A a7 2 Ieiime &
H, IFNB» 5L 7 4 TV EN~Y O FAICEZFTIE, IFNB» L GA U Y R Ao BEIck
LT, M3 225 59%, EBHIHEED 62%, TNEFNHBICRT LI MG SN T
V5% MSBase # 2 IIEHT LSRR TS, 74 3 EF~OH Y2 HIX, IFNB L GA D
M TY DR Z ZAT- ICHEIC L T, MEIHIED ) A 205 26%HECIRT, BEEEETY 2
2 b 47%EFEIRT LIS ErgEahTuea”.

¥, FREOWBRELATECHET 2 BEHIBNAO MSEEEZNRELICLDOTH Y, ZHBI
PR ELICHAANMS HETOBENE LV,

I ek
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multiple sclerosis. Mult Scler. 2012 : 18(1) : 64-71.

Spelman T, Kalincik T, Zhang A, et al. Comparative efficacy of switching to natalizumab in active multiple sclerosis. Ann
Clin Transl Neurol. 2015 ; 2(4) : 373-387.
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multiple sclerosis. JAMA Neurol. 2015 : 72(4) : 405-413.

4

z

5

6

= 2

7

=

8

=

9

I8ER - 2B IZLI-ZRER

MR R

PubMed #:5 1 1990/01/01~2015/03/31

#1  Search "Multiple Sclerosis/therapy” [MeSH] 14,329

#2  Search "Drug Resistance” [MeSH] OR "Treatment Failure” [Mesh] 276,177

#3  Search nonrespon* OR non-respon* 30,292

#4  Search #2 or #3 304,093

#5 Search #1 and #4 303

#6  Search #5 Filters - Publication date from 1990/01/01 to 2015/03/31 ; Humans : English : Japanese 280
WEL e~ Py —F Tl

FEHESIER £ 1990/01/01~2015/03/31

#1 (ZHUREAE/TH or ZHERALE/AL) - 8,895
#2 7 v/ALand v AK> X —[/AL 90

#3  nonrespond/AL or non—respond/AL 415

#4  nonrespons/AL or non—respons/AL 33
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#5 ERUR/AL 1,157

#6  (GEPIHUE/TH or SEWIBTIE/IAL) - 75,496

#7 HFEOLE/TH 1,826

#8  #2 or #3 or #4 or #5 or #6 or #7 78,883

#9  #land #8 33

#10 (#9) and (DT=1990 : 2015 LA= HAGE, #&7F CK=t ) 31
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