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XU &HIC

&% (dermatomyositis, LU DM &B&EE) (&, 2018 &I
I—Ov/ERH LYY —H SRBINIHEEEDOT THR
EREPEHENESIEIC DO W TSN, EEESH ks
Bofch, 2017 FITIE DM IR ENBHREMREE LTI IV
T ATHEEBE A (myxovirus resistance protein A, LT
MxA &B&ED) RIREIRMEDNRE SNV, FPRONFEEETHHE
EMARE L TRAZhTWSY,

T melanoma differentiation-associated gene 5 (MDA5) ik
(S ERERAVEEERAEME DM (clinically amyopathic DM, B CADM
CBEEE) YEEMMY, BEEE KRERZE S Vo SRR
FRIREBIHET 299, RFICRRETHEREEMAZEH LT
MDAS #1551 DM/CADM D F&RIFFRR T, M7 REIEE
BN EREIND. —A, DM ZRBT 2R %X < fEF Tl
H1U X FLEREIEREIR L RE I NS ARHEN S 52,

SEEAL L CKEENDRElchh > femPHEE, DESE,
BEANRY b T LEQBHE, #ENSIMIVRUPRZRS
fehd, BRRIET MxA FEIREF#RHMEZF2 6D Tc Z & 2 2 ICH MDAS
TR DM E2HTL, RRBER CHEZBEMNZRERL
TeHHRET 2.

E #l

fERY © 44 1%, =
EFR - BHAET, BEES BTES

BUEE 24 1% BEIRNRY NS LJE, R 27 /N R
& (FFIV—=ILELRFOFY Y ERRL TWA X-6 BH
5BECHHET) ; 30 X MANES ESIYRFHIT | 30 /% DRI
ENAEMRIES | 32 &% IBEREL.

RIERE - BEHEIERE REPBFAANRY NT AL

ASERE BB 2L, BB RU.

BRE - X-7 B& O RS, HE HHET, BENER =
DEID IS EMHIR L. AR, UEINSBERE U TWLWHEE
B LT, X-6 BS5ITHEE, FEEEZEDHIIEARL
N, FOBETINE CKIEIZ 130U/ f£>1e. FFERTIHETIL
J—)LIERBRRRT (T0%I2E DRERA{E, Mallory-Denk /V&) DFR
RZROHH, FEHESEZE > TWeZ & STFEIRIER
Kephich, BIBRERTOAC NAECHIEERESIEHEL
fo. UNEUTHTHEERD X-4 BICRRELT. ZDABRH
I CK ER% 2[@B&HTz (Fh2h 306 U/, 428 U/). X2 B
ICIETRBERITIE, GER ZRREEHEZROL. X-18
WETEEDHEIEABRL, CT TELEMEBER & EHKZR
&, ¥ SS-AFUR, FTRNP AN G o fz. X BRBEEMIC
UBRERRE L, BET, BE W TEZHICOVWTHBBN N &>
fo. ZORERTYL K=V OY (prednisolone, LT PSL & B&
i) 5mg/HZ iR L TuLe,

YRR © 8K 157 cm, A= 35.3kg, BMI 14.3 kg/m?,
38 36.9°C, IME 115/93 mmHg, BRI 119 El/%, SpO, 97%
(BEAR). BEMIRE, AF 2 PFIEHEHHEA - AREHICE
BERD. N)ANO—=TZ, Jy bOVEE - &2, ¥y
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MxA FEIRH ST DE2HE & 73 > 1o 3L MDAS HHRBS IR B AR 4

NOYv#E TR, KERL L0/ —8RR BRNER
lFiah o fo, HIRPHIPTR TIEmmAI_ESE - TEEmAHET,
A HEE, FREEREEREE, BTESZ23R, ROENR
Eofe. REEEFIRVIRE TEISGH o, NEREZ O
BOEAEPREREEITGR, SHRNEBMEITENLZ >
PR - (AERICHHENE, SEER - MUBSARIAHERLIC MMT 2~3 2
DHET 2R, EBAL - IARFEERL > o, W ERRERS
[ETTHEL TUWV e,

BREMR  MRRETIXIEEREED (Hb 9.6 g/d/, MCV 92.4 1),
BRE (WEB6.49/d, FILTZ> 219/d), FHLEEEE (AST
107 U/l, ALT 50 UJ/I, LDH 365 U/l, y-GTP 328 U/l, ALP 531 U/l), %
fERIG (CRP3.59mg/dl, 7 xJF> 5748 ng/ml), BEMRIR
BREEBETTEERE (T4 1.61 ng/d/, TSH 0.005 ulU/m/) %87z, B
BRBERIE CK34 U/, ZILRS—E 56 Ul & ERERDRN -
fo. BCHRMARETIE, UREE, ity NOX7HE 77
EFILAY Y ZRETUE, 11 TSH 2RERAN G - 12°,
1 SS-A FUfE, #T SS-B ik, #TRNP Hi4A, #T Scl-70 #idk, 1
RNARYU X Z—+ Il JiiK, #HTARS #UiE, #1 CCP Hifk, ANCA
(Xt >z, Z D KL-6 695 U/m/, BNP 106.7 pg/m/ & F&
RO, AL E VO LRI ok, BIIRIIRA X
®RETIL pH 7.476, pO, 81.2mmHg, pCO, 40.5mmHg, HCO,
29.2mmol/l ERBMETILAO—Y R ZRH 1. BERIREISME
¥y, BEH37mo/d EEERL > 12 FELBERTIEV2
V3 TRIFEEARR, V3 - V4 TR TRERD. IFIRIEAE
BETRHEAMUMEE 090/ LETAEROI. £28EE CT Tk
MIc 2R SEE - I0HTRE, KK, BIEFEZRDO L
BUESE RN >, BREOII-—CREOBREEEVEA
MEEBEEHETZRD, EERHEF 2% EET LTV,
DEHOTI—BE LFIEGH Tk

¥ MRI TIFBEDAMERFZ R, ININEBECHERE
I$ZHEM oo, TEA MRI Tl short tau inversion recovery
(STIR) EifRCHMI TR mAE, XEREE - EHEICSESZ
R, HHERTIRARIEEH CREBRKE, EREHND
LM DEES BN BN Z RO THIERN TV,

ABRIRE © ZRMZWEE - 0 H IR, LRKIZNMEE
BEERERBETLEZBRELRL. CT LEEBFbHRE
UTeh BrigaeEE 3% aF U e (Fig. 1), DEEICX L T B EET
B FYRATVIVZRREENEEZRBLICE B LER
R L, EERHRIZ 40%FTHE UL, HER, FEZ,
DEE, BEARI NS LAEORE HREANASINIVRUT
REZEWD, AR42 HEIKELBE_EHI SHERZTHETL
fo. ANMEDUY - THI Y RETHIRHED KNARRE & b
IRMEDIBINZ RHTIH, B - BERME, HERLGIER
(perifascicular atrophy), #EEMLEEIE AL > 72 (Fig. 2A).
JEY - NUIO—LZETEREEZBREEZRDOBRHL -T2
RBEFETIE MHC class | D ERfRHEICHKIRL, BEEGSEN
MHASEMME ICILEL TWe (Fig. 2B, C). MHZ T MxA Z8
EICHKRT 2HIRENEE S (Fig. 2D), DM &ML, #
RGEN/EEECMAEAEZT >t 23, M M2 HE, T
TIF1-y JT4K, T Ku #U4k, #T PM-Scl100 ik, #T PM-Scl75 #t
&, H1SRP HUE, #1 Jo-1 Hif, #1PL-7 UK, #1 PL-12 HUE,

U OJ FUiR, T EJ JUAIEREIETZ 5 72hY, #71 MDAS HUfE 3,150
index, #T Ro-52 #iiiA 3+ BB o7z, $T MDAS FT{AGE DM
E2ZB L, ABE 123 HBIC PSL Z 5mg/BEH S 50 mg/B T8
U7 (Fig. 1). MEAAIEMMT 4 FTHEL, BTHEEDRE
ETROBENIJREE Bofc. BAMMES & FFEEESHH
EUfc. EERHEFEEORECET >, AB185HEIC
FHFATUY 50mg/HZRAB LD, EFEBEMDIHA
Be241 HEIC# 20U AR 3mg/HICEE L 5 mg/H & THilg
Lic. ARR273HBIKIRER&EIOTY Y XKEFTEE
(400 mg/kg/H, 5 HME) ZHETUR. KREIE 52.0 kg & THEH
UST8RSTaREE 2D, AR 3B HBICVNEUF—Y 3>
BRCERTE ao T

z =

KEFICDWT, CK EENDE b > e APES, O
fBEE, BEANRY NTLEOREE, HENSHPISIVRY
TiREER ST, LU, MxA RIBAIREZRO - & 321
L MDAS5 RS DM 2L, ®aEz @t LicZ & Tl
KTROREZRBT:.

KAEGIIFHRER DS - o IC BB 59 CK EEM DT/ >
fo. BEER T HH MDAS LRI DM/CADM (LA IR & LhE
UTCKAERELDSWESELNTE DY~ EERHEH -
THCKRMNPFIRZ—E2HNLRE LBV EHHD. K&
BCIEHRE CHIDIGIERE CNERFE O EMIRE, 2
I - BAEARME, POIIRNE IR, HEROESoF hoO—
I c AL BESRIEMERT, MEABRIBEAIO MHC class | FIR%E
ROBEEMNMES, ERBICEVWAHRERZ ZEMNISNTW
209101 - Z D LS BREHRBZNRED, CK EENREICH
FHZEEBERUTWDAEENH D, NESS HIRHED KN
REC AR OZIRAEDEINEERD TN, B|IE - BAERME LRI
BERENE, AEMEEEARN oo, REFIDIFE, PSLER
BRUTWeZ EPHEEI B>z &H CKAERLTWEDS
fERELTEZSNS.

AER T ISFHEEEEE 2 R 1 h, BHERTHH MDAS k5
% DM/CADM TIIFFEEZEZ &6 32 £ SN T Z091W®),
Nagashima 5 OWZE TId, DM B 50 fll = FFEEE OB & TR
Ul & 2AFBEENRWETIZ 17/40 B (43%) TH B DI
L, FFEEHLH 28 TIE 10/10 4] (100%) &EEICH MDA
TUABBMETE - 129, BFEEE D 3 %31 MDAS LR34 4/10 4l
THERD TSN, FFMROEKECRAMERZE ERER
MMEE, FERKERSLN, INSIEFEFILO—ILIEEIIFA T
RonzmREELL TWe, BRERMEISEAEEZE
BULx70O77—ITH0"®, JEFILI—ILEREFFATRE
S5N3EL5BYIO77—IDFEMED, T MDAS FLiKGE
DM EBEDFTHELBDIEHEAII N TV, XNERI® R
BTHTILI—IVEEBFORBZROH LD, BEREICLD
CT EEEBRFASRE L. & D AEF D ASRHET IS EREIC
£BH0M EBbnlc. —7F, FFEEREEIFEBISEL
BbmE, REAERBRCRICKEL o, H1 MDAS HiilEGE
DM IC L ZHFEESEH L W LRI NS,

AAEFITIE BNP £R, DERITE, CFAMLEEESHE
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Fig. 1 Clinical course.
At transfer to our hospital, the patient presented with bulbar symptoms, generalized muscle weakness, low LVEF, and elevated liver enzymes. She
had received PSL 5 mg/day for liver involvement. We performed muscle biopsy from her left biceps brachii muscle on day 42, leading to a
diagnosis of anti-MDA5 antibody-positive dermatomyositis. We increased PSL from 5 mg/day to 50 mg/day on day 123 and tapered. Her muscle
weakness and forced vital capacity was gradually resolved, and liver enzymes decreased as well. Her LVEF improved to a limited extent. While we
added azathioprine (AZA) 50 mg/day on day 185, because of drug-induced anemia we switched AZA to tacrolimus (TAC) 3 mg/day on day 241
and titrated up to 5 mg/day. We started IVIg (400 mg/kg/day, 5 days) on day 273. On day 333, the patient transferred to another hospital for
rehabilitation. She had been administered PSL 15mg/day and TAC 5mg/day at the transfer. ALP alkaline phosphatase; ALT, alanine
transaminase; AST, aspartate transaminase; AZA, azathioprine; FVC, forced vital capacity; IVIg, intravenous immunoglobulin; LDH, lactate
dehydrogenase; LVEF, left ventricular ejection fraction; MDA5, melanoma differentiation-associated gene 5; PSL, prednisolone; TAC, tacrolimus; y-

GTP, y-glutamyltranspeptidase.

Fig. 2 Muscle pathology in the left biceps brachii muscle.
(A) Hematoxylin and eosin staining revealed heterogeneity of fiber sizes and increased fibers with central nuclei but no necrotic/regenerating
fibers, perifascicular atrophy, or inflammatory infiltration. (B) Major histocompatibility complex (MHC) class Iwas overexpressed on sarcolemma.
(C) Membrane attack complex deposited on endomysial capillaries. (D) Myxovirus resistance protein A (MxA) was mildly expressed in myofibers
with scattered pattern. The scale bar indicates 50 um in panels A and B, 20 um in panels C and D, respectively.
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T, EERHEET & W oDESERH . Quintero-Gonzalez
5 (3DEE % &6 U 72t MDAS FiiAB314E DM/CADM 9 fil & & &
&, BARRITOHE, DREE, GEEE, SERETERTES
IFICED S |ELTWS® Efe, $1 MDAS Fi{RE1E DM/CADM
D 15.8% TODII—POE MR EEEZRHILEWVWSIHRE
P19 ] MDAS FURBS MBI T IEHUARR IR & LB LU TDER
TERMEWEWSIRES HBY. REABEANDRIDIFERA I,
®W$M¥%KEI¥®—Dt%Z5nTM%®W AFER I
RBREDHE & ODANLRERICEK > TOERITHD U,
E:Wﬁ%ﬁ?:ﬁﬁb,ﬁ&m%ﬁm&%hgwwémg
Forl.

SERARSHIEIT X TWRWAY, AAEG] D #EEE I e EiaEaL
BEENICHRELR. BMU SR THIEE 56 U/ MDAS
MABEGIDIRE [Fah - fch, NERBEMEBEEHIREEE
Z5NTHDY, HELANEBOERE >IcAEEELHD. =
fo, BEETHHEEECZZENH DD, NEFITIEREY
NOXTZHIREDIBHEL > e EHBEHRLTL DS LW,

AFERITIE MxA FIRERIRHEZ DT &H DM BRI DK &
Rofe. 2017 FICHMAE LD MxA EIRAY, BRI EREE®
HARERNE ORFEEESHLE S LB L T DM ZOENn
fEX—N—THZZENESMERD, ZORE - FEEIFZ
nN2EN71~77%, 98~100% EWESINTWVWBEY. —7F, i
MDAS5 FURISE DM DE# T ldk MxA RIBHIREERH T, &
FH OB THRKOBEANRINTNSE?, N T, MxAH
REIREZ D BIBETH T ONH IFHEN - OUFAKTRE
HEHFNT ENE L, KEBICEHNE SN 39020 KEF T
HRED MxA BEFIRENRERICE SN, DK 5% MxA
IR/ — 2 % RBDTBRIT IEHT MDAS HLikREE DM 2 &89 %
NEME LR,

RNEG TROLEKMZEE - T AT AERNEREKES &
BRERBOATHEL LI ENDS, BIMBEMEMEEEZTL
fe. UDL, $T MDAS HUARBERE A T TEELDRE
H-IDATZAEEET DI ENH D2, Kz, KEFOD
KL-6 (& 695U/l 2 o fe hY, HHE I Ml 2 T KL-6 AY 465~
520 U/ml U E & 732 88E & 0~6.5% £ S~ BlE&K
D AERITIEEEMMAZSH LU TWRAREDNH > . A
T, L MDAS5 FRG IR ﬁ@ma&ﬁ,rb%%iwwrm
. LML, T b3V TRERBREIT D XS red
herring”H'd - fz 7z 6 DM %ssﬁ')«. IRE#EL >z, HRETH
RIS ER A B B O A FEMRRD R B E e h o 72 hY, MxA
HIDIHIRIE R BT foh DM DBUTICE > 7z, 1 MDAS ks
M DM TlEfndliEER LR 2 o WHERCES, DES
ZEETDIEEZRHL, MXA ICHT 20 BEEZETHKRESR
MRS PHRABENECHARBZRIICITS CENEET
H>.
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Diagnosis of anti-melanoma differentiation-associated gene 5 antibody-positive
dermatomyositis led by sarcoplasmic myxovirus resistance protein A expression on
muscle pathology

Kosuke lwami, M.D.", Takahiro Kano, M.D., Ph.D.", Keiichi Mizushima, M.D.?, Hiroaki Yaguchi, M.D., Ph.D.2,
Ichizo Nishino, M.D., Ph.D.? and Hideki Houzen, M.D., Ph.D."

1) Department of Neurology, Obihiro Kosei General Hospital
2) Department of Neurology, Faculty of Medicine and Graduate School of Medicine, Hokkaido University
3) Department of Neuromuscular Research, National Institute of Neuroscience, National Center of Neurology and Psychiatry (NCNP)

Abstract: A 44-year-old woman with autism spectrum disorder developed bulbar symptoms and generalized muscle
weakness 7 months before referral. Six months before, she was administered glucocorticoid for liver involvement. During
the course, while she presented alopecia, skin ulcers, and poikiloderma, hyperCKemia was observed only twice. Due to
complications including cardiac involvement and hearing loss as well, we suspected mitochondrial disease and performed
a muscle biopsy. The muscle pathology showed sarcoplasmic myxovirus resistance A (MxA) expression with scattered
pattern. Since anti-melanoma differentiation-associated gene 5 (MDA5) antibody was detected, we diagnosed the patient
with anti-MDA5 antibody-positive dermatomyositis (DM). We reinforced immunosuppressive therapy, and her clinical
symptoms and liver involvement were improved. When we diagnose a case of anti-MDA5 antibody-positive DM who is
difficult to make clinical diagnosis, it may be valuable to evaluate sarcoplasmic MxA expression on muscle pathology.
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