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I. RRAFRZRAE MG OBESH
Clinical Question /-1 7. AU IAT S5—F%

MV > IR S5—EBEEED

Clinical Question /-2
RAU> T25 5— CEORERIC R ED &3 BHOH
XY

ORAV UV IATS—ERERHELDSEHEZEASNTLBY, TEFTVALANILD
BORERRWV(JL—FC1).

ORIV IATI—EERE, REZMDHT, MGAEROE—BRELLTAVSH
TW3 (JL—kC1).

OERT FOKRZI L (T>0OY)HERIE MG ZEICERTH % (CQ 2-1 21).
OBRET7EFINIAVVICKDIER, TH, R, ETFEEDLAN) REIERYP
Rk, MEETLEERRBROBEAHPHMSN TS, T EBES ) —EICE
TREBHPBETHS (/L — K CH).

AR

B= - B8
o) vy 275 —B3iE 1930 4000 5 MG (T S o 72 Y TERBT 3R R 5
BHBENRLEZTEF V) v O5EZIHIL, PF7AMBO7EF VoY) ViEEZEOL I L
WX o TR D 288 5. $RTORMO MG ISR, 13EALDERMICHNTH S
MY BEHEG I RS - EREITIENDH D, REHNIAHERETH D,
RN L AR DE TR SN 2 LAY

- TEFYR

WROKTIIEY FRAFZI VR (A RAF ) %), VRAFZIVEAW (YT LF R, 7
YN =y DAL (R4 75—, AFAFTIVEAM (TTAF T IO NHY, k4t
WTRATAFZ IV AFVHEBRE L, SHHICEH SN OERT Fak=y 4 (7~
FLZRO) D350

TERREBI AN E ) FAF 7 3 U EULAS iR b v R3S, REIRREA - EEplcldsh &
H2E5nWZ &03d 5. #@HE, PEPOLMIAL, EREZALRPLWET 5.

7 R = NIRRT 30 S Ri 2 CRIEATHIN, FRERERIE 48 KEH L Bv. R
(X BRI RIS AT D e 23, B G INICEER AR 3w,

VAF T I BAN IR R AR AR, EICIRMGIICEG S TE Y LaL,
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7. MOUYVIRTFS—EE

ElE T AEEE S ) —EoRELH Y, V—F VIS ITRETE LW

IAAF T I Y OREIHRAD, VAR 2E O DUFRTHATO MG HHIIEHE S 2w,
L2 L, WHIREsE2sd 0, MR EERIC D RE, B2 S OG5 25 e TH 5.
BITERNIBE L T & & F 225, JEE, TR, WEn:, siHeE G, BFeEonxh) v
RSN TWA. THEREBROEWEN & LT, IR, AV 70y 7, FUEMEIER, Jomsg
P, EEIREBOME R & 05h 5. T2, = aF UHORWER & L T RHE S8 < i R
WHBH

BHEPL VAR, TEHIEM S RWERZMEHT 258123 ) ek s ) —Eiz+5
HETLILENDH L. ZOWE, WET MoV rEm HoVIEREMESLEL L2 8D
H5b.

a1 Y255 —PHEIZMG O IR T 0ot 2%k 2R, KEEMHS TIZZ 0% E)s
WL, Pia) P AT I —EEPIICIVEET L. EBNICHIY) YA T T —YHEDOE
HI2X), YFTFABBEONE, BHaREELLZESMORTWS. ia) v AT -8
EMAHICH2Y, FEEEL, ®KE%EZ, & ZI2drugholiday # %A T5XETH S LkX
S5NTW5 8 Joiay) YT A7 7 —ECHROBHIEROGESSNH &1L, PN E -
HIEL, BAREEMICHEHTAZLIIEOGRETHS

N et

1) Walker MB. Treatment of myasthenia gravis with physostigmine. Lancet. 1934; 1: 1200-1201.

2) Skeie GO, Apostolski S, Evoli A, et al. Guidelines for the treatment of autoimmune neuromuscular trans-
mission disorders. Eur ] Neurol. 2006; 13: 691-699.

3) Mantegazza R, Beghi E, Pareyson D, et al. A multicentre follow-up study of 1152 patients with myasthenia
gravis in Italy. ] Neurol. 1990; 237: 339-344.

4) Mehndiratta MM, Pandey S, Kuntzer T. Acetylcholinesterase inhibitor treatment for myasthenia gravis.
Cochrane Database Syst Rev. 2011; (2): CD006986.

5) Osserman KE, Genkins G, Critical reappraisal of the use of edrophonium (Tensilon) chloride test in myas-
thenia gravis and significance of clinical classification. Ann NY Acad Sci. 1966; 35: 312-326.

6) WA RS MEEORIK, BBt i, Hint 1990,

7) Maggi L, Mantegazza R. Treatment of myasthenia gravis: focus on pyridostigmine. Clin Drug Investig.
2011; 31: 691-701.

8) Munsat TL. Anticholinesterase abuse in myasthenia gravis. ] Neurol Sci. 1984; 64: 5-10.

9) Punga AR, Stalberg E. Acetylcholinesterase inhibitors in MG: to be or not to be? Muscle Nerve. 2009; 39:
724-T748.

N & - sZCLEDRER

PubMed (Hisk 20124£9 H 1 H)

("myasthenia gravis/therapy"[Majr]) AND ("cholinesterase inhibitors/therapeutic use"[Majr]) Limits: Humans,
English, Japanese, Publication Date from 1983 to 2012

BRRAER 4311

Erhits (MZ 201249 A 1 H)

((FESERN#E)79E /MTH) AND ("cholinesterase inhibitors"/MTH)) AND (PT=43 8z <)
MeRRER 91

WERLHZ N Y R —F Tl L7z,
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I. RRAHRRSE MG DBESH

Clinical Question 8-1 8. BIBEREATOA R
RIBRIEZ 7 O FEISHED

OMG ST BT 04 FORMEZIRIET 55 > 4 LELEEEHER (RCT) 3%&<, T
EFVALNLTEOEMMZTMET B EIETERVDY, RE 48— NEEREL

ThELZIFANSIATWLS.
g 0 A7 04 NEERBORBHRICOVTOIET Y ARZ LV, BEATOA NIFH
1 PHERIIhTNS.
02704 ROBHERIZZHZTHY, EDEHICHEEQOLMETLOBIEZEH
LTakd 5.
W,
Bx- B8

FISRERLVE Y OERETHL L F=va v OAEIZ Warmolts & P 251970 4E12R L
22T S PSR MGHERIC T L K=y ¥ 100mg % B H 5 L, ek % 4
722 S L. DA T e FRBEOEREICOWTOREEIZIL VDS, RCT 1E%L, AT
oA FEOLGHEZ MW T 520IHVE O T E T Y AL XV b fKnss, MG O
AY F—Fig#E LTURL ZITARSGNTWSE 2 oL, ZORIERIZZHETH Y, HIZH
BThHOBEQOLZKELIEL ) ZEDNHN ) D, MGIHEFEDOF T a v 3 2 7284,
M GER R M TAZ 212X 0, 2704 FOMHAZRNRIZE EDL720DDL
KB ENDL Lo TETWDS Y

R - TEFTVR

AR E ANV E Y OGP OREE 3 VF 24 F (glucocorticoid : GC) 12 HIFF S i 5 FELEH X
R B TOPISENEH & R R TORIZIMHEIEN TH 5. MG BRI B\ T SRIEIMHIEH A
WS Lh, BHETHRN 2R ZHLZEdH D, AT A FIIILHIC & 0 AT 2 Wi
L. #faE o glucocorticoid receptor (GR) &#ia3 5. #aIZ & W a v 7 &E 90 (HSPI0)
Z e L 72 GC-GR #HERIZ I3 2 W L THNICBATS 5. BNICEEIT L7 GC-GR &
HIZ, A BBIETFOTOE—F =R N ¥ — ED GCIBERS (glucocorticoid responsive
element : GRE) TDNA &6 L, FRBETORE 2 ME L T2, BRI IAR) % R
HEH 2132720124 @ GR Z2IHHL T 2 LEYBH ), AT0A( ForFoLEEHHNT 5
bOEEZOLNL., ARHEAHMICH LT eFvay) ViEsEEEH 2 A L, RIRER 2 %)%
bbb o
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8. BIBRERT O R

[EZZERKRICAVDEDFER]

BT ORBY, AR, MR, MEREE, WEEECHRR ) IS, RSB AR
R b7 OMOBEH 2B E i\,

A7 04 FFRIVEYOERNEAIIZANY ZADRHFEEL, BIICZFOE—s ¥ Hb. 20/
DR 2 704 FEZPNIRT 22 EICX VEIBRNOEEZRKRTE 5 2 LW
N5, DPETHEHINTVEELAT O FHIE, RIOETE 7L =y o rThHh, FHiE
WCEDNRNAEFETIIAFLTL ROy ansBI AT V- N o ahExHvs. AT
04 FEADHIICOVWTOIVYF ¥ Ald %\,

AT A N AR —# 1O #E )R (WHIE) RASND 2 DD DH, DEDPS
BALRY, M bRz 7 a7 ) Ve VIg) LT 2 LICk->TEDY A
JEBOLTIENTESL., BN EAT0A FORWERIXMERAMMRLEREICL Y RE L E%E
AoN5. BWERE, ZEgett, HALEES, BEROW, SR, PRESRERE, BHEE R
T, KEEEIEIE, KR, R, BN, SN2 ESHRTHE 2 I8 ) B
HADLPME T 5 LREINTVE Y WIFNORIEH b FEREZMDOITHELY) AL, AW
R A7uA FefpEL ThlE SN VIETHENLZEEHR H 5. HEGEMIE7 ) —ED
FHRICH DR T VWDITHERELET L. HEEROYEHEICEIZ X))y P A ATE4 FO
ITEHIC X 27 A v b5 RIS 2 LAWK ) ICRHET 5. YRS S 2 70 i b
REEER DT =y 7, EMNGIRRZS, SHEE TN 2 SR h & g8 e LEE T 5.
%8, WEHKEOATOA FEGACHB KT 25T LG A I AT a4 F I+ /8F—
DO ZET 5. TNTRDHDMEH ) 7 AMIEZ & 72 LA I3 E R 2 B L X
HHIEDHDHILIHETS, BABHIIILEALE RV O LB SN, HIMESEIEHSE
BoOWHEMEZ B2 &S AUSEmEc bR s h s 7

N ek

1) Warmolts JR, Engel WK, Whitaker JN. Alternate-day prednisone in a patient with myasthenia gravis.
Lancet 1970; 2: 1198-1199.

2) Kawaguchi N, Kuwabara S, Nemoto Y, et al. Treatment and outcome of myasthenia gravis: retrospective
multi-center analysis of 470 Japanese patients, 1999-2000. ] Neurol Sci. 2004; 224: 43-47

3) Kawaguchi N, Yoshiyama Y, Nemoto Y, et al. Low-dose tacrolimus treatment in thymectomised and
steroid-dependent myasthenia gravis. Curr Med Res Opin. 2004; 20: 1269-1273.

4) Nagane Y, Suzuki S, Suzuki N, et al. Early aggressive treatment strategy against myasthenia gravis. Eur
Neurol. 2011; 65: 16-22.

5) Dal Belo CA, Leite GB, Fontana MD, et al. New evidence for presynaptic action of prednisolone at neuro-
muscular junctions. Muscle Nerve. 2002; 26: 37-43.

6) Suzuki Y, Utsugisawa K, Suzuki S, et al. Factors associated with depressive state in patients with myasthe-
nia gravis: a multicentre cross-sectional study. BMJ Open. 2011; 1(2): e000313.

7) IR A, BEEEK. BEEFMIVEDIEIR - MEICOWT. AERHE 1997; 14: 143-148
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II. RRAHBSEAE MG D8RS H

N gEms - sEICLEDRER

PubMed (#2012 43 H 12 H)

("adrenal cortex hormones/therapeutic use"[MeSH Major Topic] OR "prednisolone/therapeutic use"[Majr]) and
("myasthenia gravis/drug therapy"[MeSH Major Topic]) Limits: Humans, English, Japanese, Publication Date
from 1983 to 2012

MsRAEA 341k

("adrenal cortex hormones/adverse effects'[MeSH Major Topic] OR "prednisolone/adverse effects"[MeSH
Major Topic]) AND ("myasthenia gravis/drug therapy"[MeSH Terms]) Limits: Humans, English, Japanese, Pub-
lication Date from 1983 to 2012

MeERAE A 111

Erhss (M 2012453 H 12 H)

(TSR 795 /MTH) AND (B0 % B AR V€ ~ /MTH)) AND (PT=25%5 < )

WEFEL 111

(EAEMEJJE /MTH) AND ((FI Bz 2R V€ > /TH) AND (SH=#:1k - BIVET AL 093556, A VR T PT=23 k8%
<))

WEFAER 2411

R E N F—F Tl 7.
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Clinical Question 9-1-1

9, SEIHI

9-1. WV Za1—YU 2 HEE

IV —a1—Y HEEEIAD

W  OxFoqREHALEDLVSZ1—) VAERE, MGBEOHHRELATOA
2 NROBEBHRDYETES (VL —F B).
J
B=- 86

HNY 2= YHERIZIZY 2B AR Y EF 70 AAD MG DEBIHEDNTE
WHDLH, ANy =a—Y YHEEE MG BHEICHET 2 HMIE, OBKEROEEE @OAT
A PRI X ZEIEROER, (2H5. BRITEICENTIE, A704 FEDOHHT, MG
FEROSEZ EEMEEH & LT, LI ATaA FilE 2 EEHGEE & U CHlRRERD
fibhTwb.

s - TEFTYR

5 0¥ MELEGRE (RCT) £ LTlE, Y Z7uxE) Y, #2701 ARATERENR 1 DOHE
BHb, vr7aAR)yEATFOAL FIHHT AT, MGREEOMIGEE TEFILVaY)
¥ ZFARBUA (AChR Ab) i T & A7z &) #iiE25 1993 E 2 Sz V (TEFT VALY
). AW7eTid, 39FO MG EBEZ Y 70 AR VG E T T LRGSR, 6 AR
OIS AR 720 TH A, FEFHMEHIL, HHFHTHE O MG score DZE, AChR Ab fif,
2704 FRENE, BIRGHIEE & LChiay) Y2 A5 5 —YEOREERE, V-7t Dk
BRI BI A BT HNT WA, RIS 70 2R VBN O%#H & AChR Ab i D T 23
HoTzN, ATOA4 FRENRIEALN L7z F 270 L RIZHT 5 RCT ZDAETITb
N7zHoT, 01 FEICH|HEINTWE2 (ZEFT VAL D). KOSV F=var (10~
20mg/ H) #5HOBFHICT 70 ) AZH LR T I RE2ZHEM FICHS L, —EoikiE
TTV R=vn rajfa L-BIgm 28 MoK Th 5. FEFHMEEHHE I, B ThT 12
HEOFET L F=vu 58 THh5. HPEIETEFMEH OZERIEITE L7200,
BIRIEHEIEH GREC TR 4 AR OFH 7L F=vu v b8, REESER 501 & ik L CRER
WTHTAEBOTL F=va VgEEN 5% % EW L2 BEOEE R E) THMERT L
NCTE7. B, Y7uARY &y 70 L A% L7 RCT OHFIE R,

ZOMDIE TV AL NVOMFIZE L TIE, %< ofieirsE, 7r—A2 ) —=X2v 70
ARY V3V L FZ ) AR OWMBFTHRESINT VD, TNOOFHRIITITAR) ¥ H L
idg 7 an) A ZADBERAERG#ERS AChR Ab K T &, ZafrME L Twb.

B, WMELEICHEBREIN TS [RRELIRIR] ICBLT, Y7 uxR) Yt [EyilE
SEREAE IR OEHICBWT, 2704 FEOLGPMEA TS, IRWEMIZE Y
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II. RRAHBSEAE MG D8RS H

W#ZY6) ] THY, yoru) AAE [EEHEIGE] Ths. HEHEE YZ7axR) v
X (YR EERMEIE) 1 HE 5mg/kg 77 2. AR ASONIB AR 2 1R L, MR
3mg/kg, ¥ 70 AR (FHIEFHMEAE) 11 3mg 1 H1HYEZRTH 5.

N ot
1)
2)
3)
4)
5)
6)

7)

Tindall RS, Phillips JT, Rollins JA, et al. A clinical therapeutic trial of cyclosporine in myasthenia gravis.
Ann N'Y Acad Sci. 1993; 681: 539-551.

Yoshikawa H, Kiuchi T, Saida T, et al. Randomised, double-blind, placebo-controlled study of tacrolimus
in myasthenia gravis. ] Neurol Neurosurg Psychiatry. 2011; 82: 970-977.

Lavrnic D, Vujic A, Rakocevic-Stojanovic V, et al. Cyclosporine in the treatment of myasthenia gravis. Acta
Neurol Scand. 2005; 111: 247-252.

Bonifati DM, Angelini C. Long-term cyclosporine treatment in a group of severe myasthenia gravis
patients. ] Neurol. 1997; 244: 542-547.

Ponseti JM, Gamez J, Azem ], et al. Tacrolimus for myasthenia gravis: a clinical study of 212 patients. Ann
N'Y Acad Sci. 2008; 1132: 254-263.

Konishi T, Yoshiyama Y, Takamori M, et al. Clinical study of FK506 in patients with myasthenia gravis.
Muscle Nerve. 2003; 28: 570-574.

Zhao CB, Zhang X, Zhang H, et al. Clinical efficacy and immunological impact of tacrolimus in Chinese
patients with generalized myasthenia gravis. Int Inmunopharmacol. 2011; 11: 519-524.

N #3%==t - sECLEDRER

PubMed (#:% 201243 A7 H)

(("tacrolimus/therapeutic use"[Majr]) OR ("cyclosporine/therapeutic use"[Majr]) OR ("calcineurin/antagonists
AND inhibitors"[Majr])) AND ("myasthenia gravis"[Majr]) Limits: Humans, English, Japanese

MR 49 1

Edhis (k201243 A 8 H)

((('calcineurin”/MTH) AND (SH=#5 i ¥ & -Bl % ¥ ' )) OR "calcineurin inhibitor"/AL OR "calcineurin
inhibitors"/ALOR # V¥ =2 — Y YHEHI/ALOR # V¥ =2 — Y Y [HE# /AL OR "tacrolimus"/MTH OR
@ciclosporin/MTH) AND ((FEJiE 5 77 /MTH) AND (SH=3£#37%)) AND (PT=%4#%F: < CK=t })
MeFAERE 29 1
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9, SEIHI

Clinical Question 9-1-2 9-1. > = 1—V) L

JINS = 1Y SREZORERCIEED L S E0N
b5

@ D7OAEUYTE BRE MELR MEERE BAEEE ENEE 5
s EREDHBND.
S exyOULATI, BRE WEERE GORES, BEFLEHHOND.

W - TEFYR

PIURARY v, Fru) AZOIEORIVER & L TIIEAYE, TRERE, HEIEL %
WHATFH SN T WD, —JF, Y7 aAR) JFHFEHNLENERE LCiE, HRNE, £E
BHY Y Fr7a) AATIEHEEIE )RV, MG BZEOHERICBWT, AV =a2—Y
VHESIIATOA FEPFH SN TV 2 D%, RAEMORBIIERIC X 2 D9 EHE2 34 H
Thb. FL—FTI7N—2 (Ja2—R)ZH Ny =a—") VHEROIEH 2B 5 O CTEED
VETH L, FEIHEETIIIEEE ST 2B TE v, W3EE S ICH SR KA
BRIZ A VWE ENTWE Y MGIZBIFAYZ7uxRY v, ¥710) A AR, REMICH
THRLFFNZN I wWTOMEINTWS., ¥ 7B AKRY Y Tld, BUN DAEL A S -
72, EEGEWEHIZh o729 270 AATIE, 7o RELHEBELT, M0
Zn(F 70 AR 7T R=10% :0%)H, 52k 3 2 080H % HEREIEHIDE
o TWhWY GiEEE MG IZx L ik 5 BN BRI Th R w0, BfEH 0%
BB chreEzons. /2, bAETIEMIEE HIHEMICH > TiE, BIEHORH
YT A7OICMPREZIET LI EBBOONTWE. 270 2201 HESEO 1
ik 3mg LD HNT WS 720, M iEDRIEHBEBERISO 10ng/mL 22 5 2 &1X13
EAERVD, FNIGBZD2EZL VL7205 F v 7 T2 ENBETHA.

DO RAEIHIFE L [ UL, EYIEDBALR TR Y A IV ADFGEHALI R 52 L 03HHDT
BEORBE R TMEREET L. T/, BECAET 7 F v (RESHEREY 2 F v,
BEESFHAAB T 7 F >, RIVERY AT 2 F 2, WHEBCG & &) T 5 & 25 O&GsiE
ERIET LBENDED L7205 S THLH. TOMOMEMEA 2 EICHL TR, KELRLD
WA= —DFRMFLHEEZEZ IS NI2W

N ek

1) Lavrnic D, Vujic A, Rakocevic-Stojanovic V, et al. Cyclosporine in the treatment of myasthenia gravis. Acta
Neurol Scand. 2005; 111: 247-252.

2) Ponseti M, Azem J, Fort JM, et al. Long-term results of tacrolimus in cyclosporine- and prednisone-depen-
dent myasthenia gravis. Neurology. 2005; 64: 1641-1643.

3) Tindall RS, Phillips JT, Rollins JA, et al. A clinical therapeutic trial of cyclosporine in myasthenia gravis.
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II. RRAHBSEAE MG D8RS H

Ann N'Y Acad Sci. 1993; 681: 539-551.
4) Yoshikawa H, Kiuchi T, Saida T, et al. Randomised, double-blind, placebo-controlled study of tacrolimus
in myasthenia gravis. ] Neurol Neurosurg Psychiatry. 2011; 82: 970-977.

N B#ms - sEICLEDRERN

PubMed (#2012 4-3 H 9 H)

((("calcineurin inhibitor"[Ti/Ab] OR "calcineurin inhibitors"[Ti/Ab] OR "calcineurin/antagonists and
inhibitors"[Majr]) AND ("adverse effects"[SH] OR "side effect"[Ti/Ab] OR "side effects"[Ti/Ab])) OR
"cyclosporine/adverse effects"[Majr] OR "tacrolimus/adverse effects"[majr]) AND ("myasthenia gravis"[Majr])
Limits: Humans, English, Japanese

MRS 5 1F

Erhss (MiZk 20124E 3 H9 H)

(@ciclosporin/MTH) AND (SH=# 14 - Bl /£ ] ) OR (tacrolimus/MTH) AND (SH=# 1 - &l 1 /) OR ((((cal-
cineurin/MTH) AND (SH=HHT# & - Bl %4 ’H)) OR "calcineurin inhibitor"/AL OR "calcineurin inhibitors"/ AL
OR ANy =a2—1) YRHEHE/ALOR # VY = 2—1) Y [HEH]/AL) AND EIEH /AL) AND ((FEJE 7 i ) 5
/MTH) AND (LA=H %, 9535 PT=20k 8%k < CK=t 1))

MR 16 1
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Clinical Question 9-2-1 9-2. Tﬂ‘ﬁj’ui

YYFATY 3Gz

OA70O4 REHRALEHZSE, A704 FOBREDIRVPBAFTTEZ R, DRHVERT

ig BET2~IFHIPVETHS (/L —FB). £07/¥H, RHOMRRIREHEFT S
LeERZHD SNRL.
W,
BR- B8

THFF T Vi, MG OERWLREMNGFIZETH LA 704 FOMREZMMLIZY, AT
04 NEGRZBUCEMEHZERTA2Z L2 HICHA I NTE 2. 20E2 I, BED
DRI DE AL HEE G2 Twah. $72, 1990 ERB I Tb T ¥ 7 ALk
HER(RCT) Y 1X, MG IZBIF2HERBOETFTVE LT, ZOHROEEEOFFMICHEEINT
w5,

fRER - TEFTVYR

AFNZATS RCT & LT, ¥ Palace H PV (TEFTVALANIL ) 12L 5 34 FlORERE MG
BEEZNSRE LIIEXDIFO5NRS. 1962 7L F=vary+ 758K, 156% 7L F=vn
YHTHFAT) ACEH AT, THEFA T VIS EAT50me/ H A B E L, B
12 25mg/kg/ Ha 5 LCwa. FL F=vu  iZEH#ES sh, PG RE, 1.5mg/ke/
RHDLIZ100mg/BHDOA %R WIE) THLH. =¥ FFRA v M, OF L F=voroffR
w, QBRI L7- B, OMBEMRIIE, &ZkoTwa. RN, REREGE, 244
BIUO3ETT LV F=v oy +T7HF 7 VEHTT L F= Vo s 58N E (p=0.02) L,
THFFT) POEEIRENTZE LTS, THEFFT) VL 7T R R KT 5 &,
77 e RRIWREGI A 2 B E N TB Y, BERVHTFERTVD LEFVEW. 72, 7
FFAT) O 46, 7T KRED 6 BIAEPCTHBREZMN L Twb. /2, WiEEhEh
SBIOBIEIIMICB I BB D 5 (ENENMG UHOBFRICE DL END). ZD7H
SEMOBIEIMEZKT L2EEE, FLF=var+7HF+7) VEESH, FL F=vn
YT REI0BTH A, BFED RCT LA NUE, flcd =y FRA ¥ PR TH 5 1
B ENH BN, 3EMOBEEE LBz L) MIZFHIATE 5. b RCT & LT, Bromberg & ?
(TEF VALV ) O#ERH LH05, THFEFT) V56, 7L F=vnr5ple g
BHL 7w &, MatHNii s ShTunian2 & X ) SE T L. $72, Myasthenia
Gravis Clinical Study Group ¥ (LEF VAL~ 1) 5O RCT X, 7HF+ 7Y v 21 L
TLR=vur 20 BORETH LA, BEMRILSNTORWIDFETE v, HIIZEE LT
&, THFE T UEGBROBIGEHE Y BHLH. wIhb, AAITHEELTA.
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II. RRAHBSEAE MG D8RS H

AAOBGRE, 1 H 1~2me/kg & 7 U, BEIICER L 205 82 WS 2. 318
KT LTI, ORI T 720, TS 2O FHHIC & ) AT X 20
B Rb R BEAT 04 FEOI 2 ZMT<EThs. 4B, PHAETE, MGIHT2
A O TR 1L 75 0.

N ot
1)
2)

3)

4)
5)
6)
7)

8)

Palace J, Newsom-Davis ], Lecky B. A randomized double-blind trial of prednisolone alone or with aza-
thioprine in myasthenia gravis. Myasthenia Gravis Study Group. Neurology. 1998; 50: 1778-1783.
Bromberg MB, Wald J], Forshew DA, et al. Randomized trial of azathioprine or prednisone for initial
immunosuppressive treatment of myasthenia gravis. ] Neurol Sci. 1997; 150: 59-62.

Myasthenia Gravis Clinical Study Group. A randomised clinical trial comparing prednisone and azathio-
prine in myasthenia gravis: results of the second interim analysis. ] Neurol Neurosurg Psychiatry. 1993; 56:
1157-1163.

Rozsa C, Mikor A, Kasa K, et al. Long-term effects of combined immunosuppressive treatment on myas-
thenic crisis. Eur ] Neurol. 2009; 16: 796-800.

Wilensky R, Dwyer B, Mayer RF. Relapses in patients with myasthenia gravis treated with azathioprine.
Ann N'Y Acad Sci. 1993; 681: 591-593.

Fonseca V, Havard CW. Long term treatment of myasthenia gravis with azathioprine. Postgrad Med ].
1990; 66: 102-105.

Cornelio F, Peluchetti D, Mantegazza R, et al. The course of myasthenia gravis in patients treated with cor-
ticosteroids, azathioprine, and plasmapheresis. Ann N'Y Acad Sci. 1987; 505: 517-525.

Niakan E, Harati Y, Rolak LA. Inmunosuppressive drug therapy in myasthenia gravis. Arch Neurol. 1986;
43: 155-156.

N #x%==t - sECLEDRER

PubMed (K5 2012 43 A 8 1)
("myasthenia gravis/drug therapy'[Majr] AND "azathioprine/therapeutic use"[Majr]) Limits: Humans, English,
Japanese

MR 33 1F

EehiE (Mz 201243 A 8 H)
(FEAE 7 M )J9iE /MTH) AND ("azathioprine"/TH) AND (PT=43###F: ) AND (CK=t })
Mg 191
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9. REHHIE

Clinical Question 9-2-2 9-2. 7HFA TV

YYFATY ORHWEHICIEEDE S EEDHHSD

o MABFHORK, BLBER, FREEE BRESSS.

RE

W - TEFYR

MG BEDHEBICBWTIE, AT0A4 FEGENHIEESERICDIVIHENLZ B D,
BIVERSBUCIZEEZ ) LEXRH L. THFFF 7Y P oRIERICIE, MEEmREE LTH

MERRRA, i, MBS D, FHEEHERE L TIdM, SRR, oA REZR &

25, FFBERERESE & LC AST, ALT, y-GTP ® L5255 Y EYE L LT, Mgk, JWimiE,
FIFRTANADOHIEIALARZ 2 2 DD 5. | AOBB I\ THEBORBWER 2583 5 W Hek
bosd., F72, BBEVET 7 F ¥ GRSHEMRE T 7 7 >, SRsmEmE 7 7 5>, A
RYAT 7 F v, GIRBCG 2 &) BT 2L NS DRYIEX BIET 2 BENLH 5 100k
S TH L. ZOMOMEMEMZ EICH LTI, KEE2SE I, HREERFO MG E
FEFEDRWEE, BWEAARBILR T wE ot bdH 5 2 2 BAHA)IE FDA @ Pregnancy Cate-
gory D IZ/HENTHEY, BREDIERANOEENH L EEZEZLNTVS.

N ek

1) Hohlfeld R, Michels M, Heininger K, et al. Azathioprine toxicity during long-term immunosuppression of
generalized myasthenia gravis. Neurology. 1988; 38: 258-261.

2) Rozsa C, Lovas G, Fornadi L, et al. Safety of long-term combined immunosuppressive treatment in myas-
thenia gravis: analysis of adverse effects of 163 patients. Eur ] Neurol. 2006; 13: 947-952.

N g&Es - sZCULEDRER

PubMed (#2012 43 8 H)
("myasthenia gravis "[Majr] AND "azathioprine/adverse effects" [Majr]) Limits: Humans, English, Japanese

MFAERE 111
Ehss (Mg 2012463 A 8 H)

("myasthenia gravis "[Majr] AND "azathioprine/adverse effects" [Majr]) Limits: Humans, English, Japanese
BFRR 1L
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II. RRAHBSEAE MG D8RS H

9. ﬁﬁﬂﬂﬁ

Clinical Question 9-3-1 9-3. ¥H0KAT ¥

PONOKRRAT 7 X FEEED

SUOKRAT 7 X ROESRERRANIZSH, MG OERKEICEN THSEHEED
REShTLS.
OA70O4 NAERTHERTY hO—IHERH (FREE, WTFESE, FdEirfEEs
=593 25 MG (/L —KB).
OA70OA NEEPEIERDZDICHRICTALVLRHR MG (/ L— K B).
ORHE MG H2\EATO1 NERET TTHAREFRIRPFISN TV S25E MG
ICEALT, »70KAT7 73 ROMRERE LT 2 X LELEBHER (RCT) 338kE
ThTWaEW(JL— K C2).

AR

BR- 88

BRI MG TIZA7F0 A FHEHEHRE T4 &w%#w%h&w;k% BIVER D 7212 +4
BATFOA FIEBEMTRA LW ENDH L. O XD %, BWERIC T8 L CoEm)
HOMMZEZET 5. DHET MG (ZRFRE A3 M)%ﬂfwéﬁﬁfﬂﬂﬁﬂ% ANy =a—)
VHEIHETHLEH, HVi=a—) YHEETHLIEIATOLRYEE, Y7082 773 F
SBPLDVEDE L THEELTLIVEEZLNS.

R - TETVR

AHIO MG 2B 24 HMEICHET % RCT &, ME— 2002 FICHESNTWD Y A704 F
O AT OHEWRE B BE 72 42 7 MG 128 W T, R (m?) $72) 500mg DY 7 ORAT 7
I NEH IMERNEG- L 25, 790 RERBRLTHEER AT O FikE & jEms
AN (TEF VAL ).

B, MGTOYr7ukrA77 I MR, DAETIREETNCTH 5.

N ot

1) De Feo LG, Schottlender J, Martelli NA, et al. Use of intravenous pulsed cyclophosphamide in severe, gen-
eralized myasthenia gravis. Muscle Nerve. 2002; 26: 31-36.

90




9. RAHNHIE

N & - sZCLEDRER

PubMed (#i 20124E 3 H 8 H)

("myasthenia gravis"[Majr: NoExp] Limits: Humans, English, Japanese, Publication Date from 1983 to 2012)
AND ("cyclophosphamide/therapeutic use"[MeSH])
MR 20 1F

Erhis (Mg 201243 H 8 H)

(@"cyclophosphamide"/TH) AND (FEHER )19 / TH) AND (PT=2:#8#bk < ) AND (LA= H AGE, 353k AND CK=
E )

WA R 22 1F
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II. RRAHBSEAE MG D8RS H

4N

9. SN

Clinical Question 9-3-2 9-3. ¥H0KAI 73R

YOOKRRXT7 7 I FOREAHICIIED X SEEDD H S
I)\

0 U0OKRAT 7 I FO—RGEWERE LT, B8EIH, HmEBERR, 777«
TFI—HER, LU, HEEME, OBHEE, AFRKIVETESSBIE
%2 (SIADH), RBIERZEPRND I EDHS.

o0&, BEBKULKETNEDRIRERDHD/cD, LTREFTERFHOBHICKRET DK
ICIBEICHEIEZERT 5.

%E

B IEFYR

FIEEHE MG BE~NDO Y 7 0R A7 7 3 MG 2M—0 T v 7 2LILEGER (RCT) V
T, Y 27uFA 773 LTI RBORWEEMNAZTA LN 7.

L2, Y27 akA7 7 3 Fid—#NRaI0EH & L, SR, mimipEks, 75745
FU—KEIR, A LA, BEMEMZE, OFEE, PORRSIVE B WERERE (SIADH),
IR EABNL ZE BN T WS, ZD7-%, FkEE, BhE SlEE0d s EBH,
BAGEZ G L T2 BE, KiEEE, mEElCiE, BEOREL BRI LB,
FREDH SN E - R4 &) RS 2 25 5.

A& FDA @ Pregnancy Category D IZ730 SN TE D, HAEER ALK & 72 5115
HeDsd % 7280, B3, i, &5 VIdBEE PEL TV B RIS LAV EPETE L.

B, “URVEEMEE (BMEOIE, BRRIERERERE, Y CoNE, BEbEE, BRRE
72 &) DRAET AR H Y, Y27 ukA 77 3 FEGHTORLELTY 70k A 773K
PG TR D RINBFGE 2 B8R T 2 L8N D 5.

N ot

1) De Feo LG, Schottlender J, Martelli NA, et al. Use of intravenous pulsed cyclophosphamide in severe, gen-
eralized myasthenia gravis. Muscle Nerve. 2002; 26: 31-36.
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9. RAHNHIE

N st - sEICLEDREN

PubMed (#i 20124E 3 H 8 H)

("myasthenia gravis/therapy'[MeSH] Limits: Humans, English, Japanese, Publication Date from 1983 to 2012)
AND ("cyclophosphamide/adverse effects"[MeSH])
MFRA 3 1F

EHEE (MK 201243 H 8 H)

(FEAEM I J)9E / TH AND PT=23:#8kFx < ) AND ("cyclophosphamide”/TH AND ((SH=1 - RIVEH (LS 93%5E,
A EME) OR @IV /TA or HEME/TA))

BesRAEA 61

BE LR
C IV R 2% 50mg IRISCE (3 oF 2 FRIE)
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II. RRAHBSEAE MG D8RS H

9. REHIHIER

Clinical Question 9-4-1 9-4, SA71)—NBEITFI

A1) —MNBET T FINEEDD

0I271/-IBRET7IFIDOEED, MG OERKEICEN THEIEERLE

A LMEteBERER (RCT) 3R (J L— K C1).

AR

M MG TIZ AT 04 FHMEFERTIZ TIOR3 E R o nwZ &%, RITEHO 912+
BRATOAL FEREMIALWIERH L. O LD ek, SEif3sRolR % %83 5
25, 2372/ —=NVBET 2 FIVIZBE L TIERCT THRIMEZ /R L2 HS X 2w,

fRE - TETVR

AHIDO MG IZBIF B AHHMICET S RCTIE3#HDE05, WINHHH L 2RERGEEI RSN
Lotz Zok, HTOAMEERTHEAMNEMESARINTEY Y, KEIZBW T
BREOBRIRD O ED L o TV A,

B, MGTDIT7x/)—VEE7 2 FVHEHIZ HDHYEETIIEBEENTH 5.

N ot

1) The Muscle study group. A trial of mycophenolate mofetil with prednisone as initial immunotherapy in
myasthenia gravis. Neurology. 2008; 78: 394-399.

2) Sanders DB, Hart IK, Mantegazza R, et al. An international, phaselll, randomized trial of mycophenolate
mofetil in myasthenia gravis. Neurology. 2008; 71: 400—406.

3) Meriggioli MN, Rowin J, Richman JG, et al. Mycophenolate mofetil for myasthenia gravis: a double-blind,
placebo-controlled pilot study. Ann N'Y Acad Sci. 2003; 998: 494-499.

4) Hehir MK, Burns TM, Alpers J, et al. Mycophenolate mofetil in AChR-antibody-positive myasthenia
gravis: outcomes in 102 patients. Muscle Nerve. 2010; 41: 593-598.

N g%t - sZCUETRER

PubMed (#is 2012 4£ 3 A 8 H)

("mycophenolic acid/analogs and derivatives"[Majr] OR "mycophenolate mofetil"[Supplementary Concept])
AND ("myasthenia gravis/drug therapy"[Majr]) Limits: Humans, English, Japanese

HeeRiEA SLAF

Erhss (s 2012423 H 8 H)

("mycophenolate mofetil'/TH OR "mycophenolate mofetil’/AL OR 3 27 = / — VIRE 7 = F )V /AL OR
("mycophenolic acid"/TH AND SH=Hi{l\fk - F%35/K) OR "cellcept'/AL OR )V & 7 I /AL) AND (FEJEf; #7)
fit /TH) AND (CK=t })

WA R 22 1F
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9. SIEIDHI

Clinical Question 9-4-2 9-4, 171 )—NBREIIFI

A1) -)VEEI T FIVORIFRHCEED L SEE
Db 5D

RE

0307/ -IBRET7IFIO—MRNBREWERE LT, BEEME], BPLE ETH
SRMOERE, HCERSE, MRE BES FES 0F2REPEIDIL

HHB
0 F/, TREDTIMEDHB/-0, ETEATRERFHROLMEICRET HRICITEEISHES
ZERY B.

s - TETVYR

FRELSGHMMGEZE~NDITI T2 /) —VBET7 2 FVIEESICET 25 v ¥ 2L
(RCT)V TlE, 3372/ —NVEBET72FLVEHE TS ERBEORWEHIEMNZEIIAS L Do
7z.

LAaL, 337/ —VBEET7 o F VIR0 LENER L LT, S8, BduE, #1770
Z R VB NE, HALEREE, mARE, EREE, FEE, AR EPBINDL ZEPHILNT
Wb, ZOH, EERHLEEEOD L EE, BIELX AL TV Y, EEOFRE)
HHEZIE, BEORELZ TICBIETHE LD, BENALNIUIRE - K% LY
BALEE BT 5.

T/, BAREOWREED D Y, WA, Hh HEHCIZERL TW AR D S Lk
FHG Lz £ F L (FDA 4748 © Category D). €09 2, AEDEKE & 7% % ] jElEA
B0, LI RERO LIS T AT EEISHEINE ER T 5.

%R, TRUEEERE GENE) Vo8, KERER S BBAET LIRSS, 337/ —
WVIBE 7 = F VG T %D REIMEZ B8 T 2058 H 5.

N ot

1) Sanders DB, Hart IK, Mantegazza R, et al. An international, phaselll, randomized trial of mycophenolate
mofetil in myasthenia gravis. Neurology. 2008; 71: 400-406.
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II. RRAHBSEAE MG D8RS H

N gEms - sEICLEDRER

PubMed (H# 2012 4:3 H 8 H)

(("mycophenolic acid/analogs and derivatives"[Majr] OR "mycophenolate mofetil'[Supplementary Concept])
AND ("adverse effects"[SH] OR "side effect"[Ti/Ab] OR "side effects"[Ti/Ab])) AND ("'myasthenia gravis/drug
therapy"[Majr]) Limits: Humans, English, Japanese

Bt 17 1

EREE (M3 2012453 7 8 H)

("mycophenolate mofetil’/TH OR "mycophenolate mofetil'’/AL OR I 2 7 = / — V€ 7 = 7 )V /AL OR
("mycophenolic acid"/TH AND SH=8A - 3535 4K) OR "cellcept'/AL OR )Vt 7 I /AL) AND ((SH=#lk +

HIVE AL 58 A5 H) OR BIPEMT /AL OR A7 55/ /AL) AND (EEJE 3 #6773 / TH OR HAER; ME/J4E / AL)
AND (CK=t })

WERAE AR 11k

BHEN L7 R
SRR T RO TRV 250mg IRASCE (FAbREE)
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Clinical Question 10-1 10. ®EH0JY 51k
o077V >k (Vig) 3azhdh

W OWVig ZFFEH B VNIEED MG ICEHTHS (/L — K B).
Y OIVig FMFFLEEERAFICREERERETS (/L — FB).
J
HR - B

RIE 717 VIR (intravenous immunogloblin ¢ IVIg) ()i < SIESTEMERFRE B O
BRICHCLNTEY), MGOREHFELE L TR ZF Ly 7 ) a— Vilile MeEra 7)) v
(SPRBRGE T 2 U LT b,

IVIg 25 MG Q2 MEREINIX L THATH 5 2 L1k T v & 2LIEGER (RCT) ©7' 7 A%t
BICHEMALL CREI S NTH Y ) M bRk L AEOMRZH TS5 &b RCT TRENT
W5 20 IVIg & MEE LRI E L L TR BE RO SEREINIH W 5N 575, IVIg 3
DAELIREAAR RS E IR MEEL L ) SHEIT LR T VE WD 2 v MAH 5. IREGE TG
LLRT @ 2006 4E12351F 2 bASE OFEEHANTB T 2.7% O MG BHFHIZ IVIg AHITSNTHD 4
RS SR IR L T2 b0 e 5N 5.

W - TEFYR

s a7 Y EHNI S B O Ao A2 SRR S 2w 7 2 7)) v (immuno-
globlin : 1gG) # £ & T2 HAITH 1, MG TIIEIREEGHEA & L THW % 720 ORLHE & 55 544k
WBEASFNC X ) 8 B, T o070, BANZ L ) RBGEH R 2 5 T 5. IVIg OTEHET I,
H Ok & OBETER MR A A7 — FROS O], Fe SHEMERENLMER S B4 74 44
4 THARIZ & BPURIGELEO T, B4 S H A > oL - BULo#E, THBREROZL, e
PRESNTUERHL PR TR, AP HLED IgG BMENICAZ Z EI2LD, &
BRNTHELESND 1gG HERTEZ A 2 HOHUAZ &0 ) OB 3525, feEikigixst
KD IgG I X » THEEE NS EHE SN L DT, ZEFEBUIED 2 RE 1gG DIl rPiIE FA
BHEZEEZOND.

Gajdos 513 2008 ELAFI D 6 DD RCT DA ¥ 7F V) Y ADFEREHEL TWE " ZD%H
T, IVIg & MG ORI ERICH R 2 BHIIHERIETH ), ORI MEE LR 2 70
A B2V AHEICIEHT 5 LT b (TET AL ).

IVIg 3 ML LR L S OREE AT S L VI REES 2 D20 RCT THEBE S TW 5 29
Gajdos 5 2 EMEHTEN] O MG 87 ) 2 ML A LHEERE (41 61), IVIg 3 HF#E (23 1), IVIgh H
WIRE (23 F) @ 3BEIZHrUT, RHEH T 15 H 112 myasthenic muscular score TaHIli L7z, 3 #[H]
DIEFR RN TR, 04g/kg/HE 3 HMHEG L TH 5 HEHGLTH, ZOHFRMEIC
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II. RRAHBSEAE MG D8RS H

IRt LT3 2 Barth 513 84 HlOHSEREZR W LEED MG el & [VIg $5-5F
(40 B) & MEEALREERE (41 B1) (ZH D T, BEE T2 5 14 HiZIZ QMG TIRHR) R % 51
L, 60 HiAF THBIE A T-72% WiEE b 14 HEO QMG 2 W#E L, FEORRNH 72 F
BEIZ IVIg T 69%, MEELHRET 6% TH Y, TORMROFHRMM b HETH-72 (TET
VALV T, 2010~2011 4E12i, ZNF TOHEED RCT 2T LR HE ST Tw b
75, I3 BYERIERF O MG EIREE DWW T IVIg & MEEH LRI RS0 EE2 T 5L L
THEN ) (ZEFTVALANL O), E5IC, IVIgXMEE bk & ) b BEM»E  ZiiTh
A LFEE L CWwA. Mandawat 513 US database 7 S 3l & 4172 1,606 Bl A BB & O KKK 2
R— MO RS S, EEEERIE - ERICEELAGIHEL AT 2 BB OSMEHNREIC IVIg
L TWAE

DREORBR T, (B IHEECHEROI v Fa— VICHEE L TB Y HEEIGIC e X
723 72O MR LB O E RV Z & W S - 258 MG & Zxtg e L, migsfbe
W L7z RCT 2SHEfT S hTwad, G 7 ) —Bidtg & LTwawnds, HBBRGEHT & LTt
T2HBLO4BBICHEER QMG AT T DWENH LI L EZRENTVS Y

N ot

1) ZinmanlL, Ng E, Bril V. IV immunoglobulin in patients with myasthenia gravis: a randomized controlled
trial. Neurology. 2007; 68: 837-841.

2) Gajdos P, Chevret S, Clair B, et al. Clinical trial of plasma exchange and high dose intravenous
immunoglobulin in myasthenia gravis. Ann Neurol. 1997; 41: 789-796.

3) Barth D, Nabavi Nouri M, Ng E, et al. Comparison of IVIg and PLEX in patients with myasthenia gravis.
Neurology. 2011; 76: 2017-2023.

4) MRk, WWTFESE. R D) E 0 i IR 57 (8 S A A B S 2 SR AT JEHIE R R A
H—. Jii 21. 2008; 11: 227-231.

5) Dalakas MC. Intravenous immunoglobulin in autoimmune neuromuscular diseases. JAMA. 2004; 291:
2367-2375.

6) Samuelsson A, Towers TL, Ravetch JV. Anti-inflammatory activity of IVIG mediated through inhibition of
Fc receptor. Science. 2001; 291: 484-486.

7) Gajdos P, Chevret S, Toyka K. Intravenous immunoglobulin for myasthenia gravis. Cochrane Database
Syst Rev. 2008; (1): CD002277.

8) Gilhus NE. Neuromuscular disease: acute treatment for myasthenia gravis. Nat Rev Neurol. 2011; 7: 132-
134.

9) Miller RG, Barohn RJ, Dubinsky R. Expanding the evidence base for therapeutics in myasthenia gravis.
Ann Neurol. 2010; 68: 776-777.

10) Mandawat A, Kaminski HJ, Cutter G, et al. Comparative analysis of therapeutic options used for myasthe-
nia gravis. Ann Neurol. 2010; 68: 797-805.
1D B, NPT EE, A 7510, 137, &G MEEF I EZ MR & L2 AE S 0 7)) & 8] GB-0998 O

PERALILEGRER. 45 53 |l HAMIE A &AM S 707 T & - $hfRdk, 2012: p232.
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10. RB/HIOT VESTRE

N st - sEICLEDREN

PubMed (#i%#% 201243 H 15 H)

("myasthenia gravis"[Majr: NoExp]) AND ("immunoglobulins, intravenous"[MeSH] OR "IVIG") Filters: Publica-
tion Date from 1983/01/01 to 2012/12/31; English; Japanese
Meskmh A 56 1

Erhis (M% 20124E3 H 15 H)

(3 JiE 75 41 )7 9 /MTH) AND (PT=%% i $k bk <)) AND (("immunoglobulins/TH OR "immunoglobulins"/AL)
AND (PT=233#8%bk < SH={0%IFIH))

MR R 121

R LERE N F—FTlmL 72,
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I. RRAHRRSE MG DBESH

Clinical Question 10-2 10. B/ 0OJY &1k

o007 ek (Vig) OaERICIE ED L S
BEOHHD

OE, ##, BESHE, BE, EREEPRWEEICHASNDD, TDZLIE—
BETHY, ERLEIERAORERIZEZLVL(JL—FC1).

W O\Vig l3MAEHEEZ LR EED /8, FP OMERDEHEL EAEF I EDRKRE
2 FICRRLT, REFECPRBEREZHEEXEETHNETHSB (J/L—FB).
ORERVLSNTVWEREIOT) VEFICEBBED ) AT IEBH TN (F L—
KC1).
W,
BR- B8

717 CEHEREE (IVIg) Y MG OR#E & U CRRIGE % U5 % LLET o 2006 4712
BIF 2 bDBEDEFREIIBNTD, $TIZ27% D MG BHEIZ IVIg 25T ShTw/z b IS
NRRE I R L, M EE T LIS W EEZ BN A HEmIZE S Twz, IVIg &
MAEACHRE OIS - V3T 2 B 5121, BHEOFEH, SHRE, EIEGIEOAE
% &, MG OWRDAOEIRN 4 BH S ZET 2 LBV 5.

R - TEFTVR

16 DRI & AFFE TIANT S 7z 632 FEBIIC B W T IVIg IS X 2 A EHG & LT, Fb (16.1%),
FEE (6.6%), BHEMIMT (4.6%), B (3.3%), WA (32%) 2 ENVALNTVRE L ZThbHD
% I3l CHCIHER A E S RV I LB VA, BEEIC X ) AHERE AT . EBIHE R —
AP =R 7% EOFRLBHIZETIE, MEEH LI T IVIg 013 ) 2 EE LA ERLIID LW
EHESNTWD 7Y 7, VgL X AHFEHROER LB GHECIEENH L EEZ D
M, 2g/kg % 2 HRITHG- L72 RCT TiE, 14 6.9 H T 75% DIEFNIFHaATENE L T 5 °)
IVIg LR E % 157 885 2 L2k o TG ORI EEL 52 5720, ISR E
DG, BEAG: E A DIEFIOGIHEZ B L2255, %578 s #E 2 g LTw ]
VEENH B 20 (TEF VAL 1), ZBIEHEATH 2L E, KGO EEN: 2 52412 PEk
T5ZLIERETIED 225, BEEAwOTwaREI a7 Y HENL, RILENORFE, B
YOER MR AT, RSB TOY A VADOREL - REPEREN TV LD ERD) 22
FHDTREL o Tnb,
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3)
4)
6)
7)
8)
9)

10)

10. RB/HIOT VESTRE

MIFGAZ, T R3S B D o I R G Se VR RS BY 5 2 A AR TR IR AR R A
5—. Jix 21. 2008; 11: 227-231.

Patwa HS, Chaudhry V, Katzberg H. Evidence-based guideline: intravenous immunoglobulin in the treat-
ment of neuromuscular disorders: report of the therapeutics and technology assessment subcommittee of
the American academy of neurology. Neurology. 2012; 78: 1009-1015.

Schwendimann RN, Burton E, Minagar A. Management of myasthenia gravis. Am J Ther. 2005; 12: 262—
268.

Kothari MJ. Myasthenia gravis. ] Am Osteopath Assoc. 2004; 104: 377-384.

Saperstein DS, Barohn RJ. Management of myasthenia gravis. Semin Neurol. 2004; 24: 41-48.

Richman DP, Agius MA. Treatment of autoimmune myasthenia gravis. Neurology. 2003; 61: 1652-1661.
Antozzi C. Myasthenia gravis and myasthenic syndrome. Neurol Sci. 2003; 24 (Suppl 4): 5260-S263.
Richman DP, Agius MA. Treatment principles in the management of autoimmune myasthenia gravis. Ann
N'Y Acad Sci. 2003; 998: 457-472.

Zinman L, Ng E, Bril V. IV immunoglobulin in patients with myasthenia gravis: a randomized controlled
trial. Neurology 2007; 68: 837-841.

Dalakas MC. The use of intravenous Immunoglobulin in the treatment of autoimmune neuromuscular dis-
eases: evidence-based indications and safety profile. Pharmacol Ther. 2004; 102: 177-193.

N B%t - sECLERESR

PubMed (#:% 2012 423 H 15 H)
("myasthenia gravis/therapy"[Majr]) AND ("immunoglobulins, intravenous"[Majr] AND ("adverse effects"[SH]

OR "complications"[SH])) Limits: Humans, English, Japanese, Publication Date from 1983 to 2012
MR 12 fF

Ehss (MK 201243 A 15 H)

((FEAE 7 )74 /TH) AND (("immunoglobulins'/TH) AND (SH=#:1% - BI1EM AL 0556, & B, A E 1))
AND (LA= H A, JE5E AND PT=4#%8%K: { ANDCK=t })

Mg 131

BRI E N B —FTEmL 7.
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I. RRAHRRSE MG DBESH

Clinical Question 11-1 11. MRk
m&EAMEEEIEBD

OMAHEAEIS RN GBENEISEAI N TOEOD, BHRBICIE, BTV —€E
HE FOBER CIRBEMEIRESATNS (VL —FB).
iz OmAFCAEICITEMMTRIE (PE), ZEFEEAMEREE (DFPP), R&Ek
BHE (IAPP) pfThh T (/ L— K C1).

-l =L}]

M LHEDN LM 2 HIFIR & 7 B PR Z I B & &2 X B #EET, & < F THRIREIR
O—REM L UFHEEZ G5 HITITbTn 5.

BUEAT DTV B M LHE IS T O b D03d 5.

OB #MIETHE (plasma exchange : PE)

ARETMERR S & M4 % B L, MRS Z2HEL, KRT25HETH5.

MR OFED 720, RETIIEREE LTREOT VT I VHFLETH 5.

Q@—=E®BMFERT#E (double filtration plasmapheresis : DFPP)

— KB ToEE L7242 5 TR DR E S TUIT 52 HETHLH05, TUVT I rOEINE L,
ZOMAVLETH 5.

@eEWERZE (immunoadsorption plasmapheresis : IAPP)

RIS HE L7z MAEZ WA A T ATl L, 7T 7 v & BPEGITI U 72 4 & RN
R HETERD 2 OO FHFEIZHRTT VT I VORIV L THEA, BWEH w0,
MEELBE DO B TIEERICE->TWE ™ MGTIEMN) T 77020 F Y FE LA A
Y —/N*TR-350 3MRBEH & 72 o TV 5.

R - TEFTVR

MEFALRE IO GERE EMAGbETHV SN, HHEECTOAEIED T -7 IZTEF V2
DOEVNHDIE V. LA L, SEENOREE LT, M bikid ig & REOHRMED
RENTWE YW(TEFT VAL ) (CQ6-3, 6-4 BMR). IMLHEEHEALIFEDITEEICDOWT, Yeh
13 30 #l> MG 12 DFPP % 3L H J /750 & B H iif76] & o Fei T ldsd H if7650C 80%, M H HifT
BT 60% IR e B R 2 380, MHETOARICENTWS LTV B HiE T
B & S H R TH & ORI TIZAENE, REMDOETOEZAON P ot DMELH B "

HIE D TAPP (338 % M 60~80mL/4C, IM4ERE & LT 1 Iu 1,500~2,000 mL JLEE % 47
W, 17— 2~51a, K7EITAbRTWS Y MG 7 ) —BIh LT ) M b 5

BRI Z D DSRIRIITH B ©)
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. IRPLROE

MG DB LA CIIMBEERT 25647 L TIT ) & & oIS THE 235 5.

Sarkar 1%, 19 BIOMIBRIESS &6 MG @9 © 10 FUCMEELELE 1T 728 &5, Mgk
P ARSI T E 2 LM LT b 9 Nagayasu MR IRE LR 24T &, itk
LAERIC 7 ) —E2 7 25D 28% 20 LT 5.3% L AR, Wik 5~THEBTH [l &
H\id [EEFEI TR | ISR RS AR, WA OMEELREIH N TH L L HE LT
L\Z) 11>.

F7z, EHRMG ORMNIHLEEZMZ 2 BTATOA 7OV AFRE, REHIHIEE & A S
bETHWLZEbH 2 (CQ6-1BH).

ISR T S b £ 4V — N TR-350 (X IgGl F 721d 1gG3 2SHIxH I < AT 5.
AChRHUAD 1gG OH 72 5 A3 1gGl THh % 720, RIEWAHIEO R RIS TE 525,
MuSK $iLiAD 1gG 77 5 A& 1gG4 TH 5 728, HAIMFESSHEA B D Hh b (CQ -4 BIH).

1) YehJH, Chiu HC. Plasmapheresis in myasthenia gravis. Acta Neurol Scand. 1999; 99: 147-151.
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2003; 31: 69-79.
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prognostic parameters. Acta Neurol Scand. 1999; 100: 305-309.
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PubMed (K& 20124E9 1 H)

("myasthenia gravis/therapy'[Majr: NoExp] AND ("plasmapheresis'[Majr] OR "plasma exchange"[Majr] OR
("immunosorbent techniques"[Majr: NoExp] AND "immunoadsorption"[Title/ Abstract])) Limits: Clinical Trial,
Meta-Analysis, Practice Guideline, Randomized Controlled Trial, Comparative Study, Multicenter Study,
Humans, English, Japanese, Publication Date from 1983 to 2012

Meskaig 40 fF

("myasthenia gravis/therapy"[Majr: NoExp]) AND ("plasmapheresis'[Majr] OR "plasma exchange"[Majr] OR
"immunosorbent techniques/methods" [Majr: NoExp] OR '"blood component removal/methods"[Majr:
NoExp])) Limits: Humans, English, Japanese, Publication Date from 1983 to 2012
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II. RRAHBSEAE MG D8RS H

ErhiE (MZ 2012469 A 1 H)

(((EAE RIS 4E / TH) AND ((“immunoglobulins"/MTH) AND (SH={:#R9FIT)))) AND (LA= H &G, 33E AND
PT=%5k$kF: < AND CK=t })

MFREE 124

(I HH L% /MTH OR I %384 /MTH OR Z @ 4235 /MTH OR 79 A< 7 = L — ¥ X /MTH OR @IfiLi
1% 53 B 25 /MTH) AND (FAE G BE)74E / TH AND ((SH=i3 RO T, ia95¢, S8 eid: S VR He i, R il Fr Fagedss
FihR R OB ) OR (695 / TI OR T4l7 /TI))) AND (LA= H AGE, 355 AND PT=437#%5#F { AND CK=t )
MeFAER 3414

BRELEE N Fh—F Tl 7.
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Clinical Question 11-2 11. MM EEA

MAAMEAEEDRIEH « SHHEICIEED IS BEDN'DH
>h

o MAFLEEDORIER - GHHEEC L TIE, Mie, Wi, mEEKT, 580 Hk F
W, B, T, B7IVTIVMmE BHVTLME BRE - 7LILEF—,
2, BE, Bo - BEHLRESHITO5NS.

CHEHENBVHDELT, MEERT, BKE - 7L ¥—, E# BE BHLPY
LMFEDHS.

o ACE FREEZRAPDBEICA LY —/NVICEBTT7I LD ARBERTHS.

RE

W - TEFYR

BIVER - ABHEE LCH 7 — 7OV ABREI I i, i, e, &M, Xk s
H Y, HAMEBRRL BT 5 BUS SRR 2 4 0HEE LT, Ik, Hif, MEET, 3
MR - #0R, DPRURIRGEE, K7V VIE, AV Yy AMUE, BERS - T LVE—, FE B
g€, B - EN, BRELEVHIFOLND Y

BOHEDOHE XA I VR 2 L BbN A, WMAIMAEASHE:TIX 16~20% & DG )
H5 2 BAPHEO P THESWDOL LTIEKT, 25 - 7LV F—, 58, BE (K
AN AIER ST H LS L

WS (immunoadsorption plasmapheresis : TAPP) Tld, MAEALIEAY 1,500 mL %
ZHENT DIV AW SNIz Coa, 79 VF = UAIMEETICEREL, Cba, 75 V%=V
Y a v ZIEREERT 2O TEENILETDH L. Ty I+ 7 vy v EHEEF (ACE) fESE %
AT OBZEICA LY =L T 72 LY AZMITT 5L 75 V%= v OERNIFRICHED
Yav 2ERERTAIENDH L. 4 LY —OFNIEEIIE 255 - 2511 o1EIC TACEM
EROMMAoBE | it h, [HMEMEH] OHEIC [REREHROMEHICETH ACE HE
HaAhikTs] SEMIYRINTHES Y

N ot

) HA77xVLyR%% (). 77xLyAv=a7l, $35 ML #00 2010.

2) Gajdos P, Chevret S, Clair B, et al. Clinical trial of plasma exchange and high-dose intravenous
immunoglobulin in myasthenia gravis. Myasthenia Gravis Clinical Study Group. Ann Neurol. 1997; 41:
789-796.

3) Antozzi C, Gemma M, Bruno Regi B, et al. A short plasma exchange protocol is effective in severe myas-
thenia gravis. ] Neurol. 1991; 238: 103-107

4) JBAEHZ TV AT A A (BR) ¢ A 5 — NS (SETH 6 D, 2012484 A1 H
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II. RRAHBSEAE MG D8RS H

N gEms - sEICLEDRER

PubMed (% 20124:9 H 1 H)

("myasthenia gravis/therapy"[Majr: NoExp]) AND ("blood component removal/adverse effects"[Majr: NoExp]
OR "plasma exchange/adverse effects"[Majr] OR "plasmapheresis/adverse effects"[Majr] OR "immunosorbent
techniques/adverse effects"[Majr: NoExp])) Limits: Humans, English, Japanese, Publication Date from 1983 to
2012

HRERAEA 16 1F

Eohis (Mgt 201249 A 1 H)

(@M HEZEH /TH AND SH=5¢1k - BIVEH, A EH) OR (ML / TH AND SH=H #1EH]) OR (ifiL5E
24 /TH AND SH=A47 &) OR (79 A< 7 = L — ¥ A /TH AND SH=A4 E/§]) OR (i 1% 5 ¥ 23/ TH
AND SH=A4 1)) AND (FEAEf 88 )9 / TH) AND (LA= H ARGE, 3555 AND PT=2%8kk: ¢ AND CK=t })
MR 1314
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Clinical Question 12-1 12. RARKEBRIK
R fEERi X Bz D

ORBRIES B MG FIIZBIBRAES K OHEAKRIRRFERRHT 21T 5 (VL — | A).
OIERIRRAE MG Bl 3 2 BIRRFERRITICR T 5 5 > & LAMELEBENER (RCT) D#RElE
FEEYT, MGOBREL THEMETHTHERRILIIZRL. BEOLT—2PHD
HE E£TIE, MGEREEDF T a>ELTRELTERTS (/L—FKCH).
i3 ORBRFERMOBNELSAFT TCEHEFELT, MERAKK, FEPERRERES L,
RAED O MIRRFERRE TOMEDE, BEEDVHBIPRULICZ LW (JL—F C1).
OMuSK #ifAf31E MG (IC33 9 2 BBRERMT OB/ R H B LWL ARV (I L—F
C2).

B= - 88

T B4 B Al D E 9 5 1d, 1911 4F Sauerbruch 7% 29 2Pk MG & O W % LIk L 72
HECMGHIEIRDS Y E L 722 2B L2 00iE 5 ), 20, Blalock S IZIEMIRIED
MG B 20 B HBRFEBRAT 2 fiT L, €O MG IERDEGEE A7-Z L L7z2 &
DOIELE, £ OMIRFEEICHET 2GS SN TEZ LaL, JEMRE MG (233 2
B OE MM E RCT THM L2 d I T Clcz < 3 BB ATIIAENEERANTH S &
Miams s, B, MWIREIESDE MG SR3 2 BRI B 5 A A 5hik, Zatkz a4 5
7 v 7 MEILEGRER (MGTX study) 23EBR 702 Y = 7 b & LCHEITHTH Y °, SHOMEIFE
=ns.

MG DFRERT OB L AR L LT, MR ERELBHE L EZoN5. MG IZBT
LMD T %M@ & 13, OPUREEDY;, @BUE&ENE (AChR) DFEH AL, GAChR FH5K T
Mila O FefeTEYEAL, OHUEIRMIB DTN, GOMHC 7 7 A TEHEOFEB, ©Y% 1 b
H A IEBUICHE, @RIEMILO positive * negative selection DFEH;, @I EILAL (F 72 XMt
JE) N OIEIE T MR OMBEAR S, HEDEZ 5N TS, IEMIRIE MG (23515 2 it b
ORI E X > X ) ST 572012, MG ORIERT, IR %2 MU 2087 H 5.

fRER - TEFTVYR

INFET, FEMIBRIE MG ISR 2 IR OB R 3% RCT I3 b T )

2000 4F, Gronseth & Barohn ¥ 1%, MG & MlRdEBRAT & ORBIMRZ F T 5 310 SLHKD % 22 5,
Mitefid - FHERAR L7z 28 XK, 21 @3 F— MIFEE B Y TFH ) Y ARLTo72. ZOH
B, WIS MG OF B2 UHSELETLT—IRE L ALN. Fim, WM, MG OE
SEFE D] THIEZ 1T ) & BRI MG O F#UH IS 2 A D - 72—, Kl
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II. RRAHBSEAE MG D8RS H

HibREE L JERIRREE O IS IE PRICEM S A MO RF G T 5 2 DR sz, 28 213,
WaRRERR % 520 72 B, FEREBR O B X D AR I X 0 ARG 22 BRI & 20T 72 T ek 2S
HIFSNTVDE, T, ZRTHIEEZIT) & MG OFEPRLR > TL AR EFFDHBHINL.

Vbl b, B CEIERRE MG OREFE & LT, MRS E 3% 155 Rtk
ek L, 2, FERE MG ICB U 2 iERE B E L0 TIE R, MG D
DA T a e LTHETREL LTS,

2000 4ED 2 & 7 F ) T ADOKE LA OIERIIRIE MG 1235 2 Bl o4 #h I B 5 2 3eE
Tb, FEMPIE MG 2 2 IR AE R & LTE 2 D72 00%W» o0 2 s o,
JRRARBR 2 AT > 7HEBI O R A 10 SEFERTETH ) T 7 v AL NERE L 7L, T,
MDD RIER DL L o 7o PRRICE T 2 W] ORBAR T Th 5. FEMIRFEERREO5E 4
FFERIE 9% 5 70% F T ELIERICIRAD 1, WIMRAEREE & IER PR O I T2 mR=RICH
BEPALNGZVWETLIHEDLH S 2F ), IhHoREED L ITWRRHEEROA R 59
HZEIXTELR .

WARRIEBR AT R E O 7 7 N oA AR 2 AR RS AR T T, RIS B VT
PERRICRH B2 52 5/TF & LT, BEFEERIE C, FRED SRR ToOWF 29
V, AChR PURBED S 5 A%, ZOBFIZO W TIEWAMETIE 2 < BiR ToORERC X 0 HIWiAT
bIiTWwa, MBEERYH 5 2 & RRTEMREZ BV L FREIFLLLHTFTHS
A3 R EEEETTICEH T A 2 LIXTE RV, BREIEDLR, B LS E LK
TE LT, MR O A 71 4 RER Y MuSK JURBYE 2 258 5 4%, B AT OFRREDS
HRETH - 72D BE SNV, MATOEEEZEET SO TIE R, HE I
BREHERTRETIIRVWETEEADN BN TH 5.

WA, BRIE A DE MG B CLZIRRE B O G RME IS A h b 53, MlRIER X 095K Ml
Bl DM RIS A D B, RIE AP T, WROBFRELERICOWT T HREEL TV LE
BHbHY (TEFALNIL V).

HERZIERICAVSEDEER]

JBRRRIC BV TIET 7 b AT M Tw AW L 2 H5EE L, BHICEE
Ehed B Z Ll y, BECTHLHHZIT-729 A TR GBS Z RO D Z EATRDEND.
TR O A RPEE, I A= FPRBGRBRICX D S TB Y, ARhE s s hzikE ol
RETSICHBITRETH L. ZOHAL FI4 VIZWIRHRZ B2 T 5 5O TIER WS, RCT
(MGTX study) THBUGT 7 b2 Z5HII 7 S d T CRigIIE(DY Sha. T/, ke
BIRL 72856, TORRMEOH ML MR T o RiHti 2 MaiI2iTH) 2L 280 5.
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3) Gronseth GS, Barohn RJ. Practice parameter: thymectomy for autoimmune myasthenia gravis (an evi-
dence-based review): report of the Quality Standards Subcommittee of the American Academy of Neurol-
ogy. Neurology. 2000; 55: 7-15.

4) Skeie GO, Apostolski S, Evoli A, et al. Guidelines for treatment of autoimmune neuromuscular transmis-
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I. RRAHRRSE MG DBESH

Clinical Question 12-2 12. KaARkEbR1

MEEEMIC X ED L SV A OB HSHD

© FBRIERRATIC I, MR IERYIRE, RME EEERMBREERNT, MRESR T IAKERE
BR#T, OKRv MEEFWHHDH, MRRFERRMICHE S SHHEDNEIEIE 3~30%TH
DIRICKD U RTDEFEL.

g CEHHEICK, YVU—E, %, i, WERRE, RE®E - EEAEES, [,
1 FRiRMAREE, Rk, |THH, TR, LURAREHSHREINTIS.
© FBRIERRATIC K HIETHRIE, 2000 FLIFEDHRETIE 0~0.4%TH5. FMEE
CORAEL TR —EDHS.
W,
Bx- B8

Mgkt oL, S I SR & AR TIRIRRESE M IR IRGEER AT, TR b RAE
(2 X BB S T O I T L 525, D E T X 2 A HHE OB LTI E WV IZRRD 2\,
FETEIE, 2000 FELABEDOIMETIZ 0% & T 5 DAL L, AU OHHBEZER N I % §f 7€ L5
CL7EF OB D 5. MRITEE 727 ) =B D20 TT ER S TN 5D 5.

R - TEFTVR

JBREERR I ZAE D U 2 7121, TN TR L o TRET L 6IHERH T, BLUMG
DEVMETH L2 ) —EDH 5. MBIEERMIE S A PHEDOHI AL 3~30% & o> T d 17
i 9% R0 B Il ek - BB AR 722 O T KL APHETA D & 10% LT TH 5. M IEP YR
TIE 3~30%"2, R EasPEIRG R CTid 3~8%" MlEss T i R MIRIE R Tld 4~20%°)
TRy MEVEIZ X 2 IR Tl 3~15%57 & 78 o TW AWM OE W & 5 A PHEICZ=1ET
LTIV, EREXOM AL ) LBl T2HEDD LM mIEH TR 8

NaRRIE BT O A BHEDFEERIL, Midk 2.9~9%, I 0~9%, Mridki&de 0.9~7%, KM
#& - AR AR 1.1~6.6%, &M 0.9~6%, ®EHRIKEAE 1.9%, KK 1.9%, 5N 1.7%, A~
IR 0.9%, FLOWZ EPMEINTWSL T 72, Mo ) —BRAERIT 4~31.1% & %o
TV‘%} 9,10).

M BRFEBRAT I X BFETEEIE, 1970 B4R 5~15% & s ST 7228, 2000 4EDIRETIE 0%
ETHWMENL Y BOIRETH 04%TH D

[BZZERRICAVDERDEER]
KRB D BY5E, W ZOREL T RS2 EFRUTH L. Mitkor ) —EE
PFoy 27 L LT, 7)) —EolEfE HIER, AChR JURfiliEEHE S TBY) *9 2o
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