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Clinical and histological features of inflammatory myopathies mediated by
autoantibodies
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Immune-mediated necrotizing myopathy (IMNM) is a pathological entity
characterized by necrosis in the absence of prominent endomysial lymphocytic infiltration.
Autoantibodies against signal recognition particle (SRP) or 3-hydroxy-3-methylglutaryl-coenzyme A
reductase (HMGCR) are associated with IMNM. The frequencies of anti-SRP and anti-HMGCR antibodies in

patients with IMNM were 39% and 25%, respectively. Severe limb muscle weakness, neck weakness,
dysphagia, respiratory insufficiency, and muscle atrophy were more frequently observed in patients
with anti-SRP antibodies than with anti-HMGCR antibodies. HLA-DRB1 genotyping revealed the
association of anti-SRP antibodies with DRB1*08:03 and that of anti-HMGCR antibodies with DRB1*11:
01.



(polymyositis,
PM) (dermatomyositis, DM)
(inclusion body myositis, IBM)

2010

196 A-
RNA ™ -10%

RNA

(immune-mediated necrotizing
myopathy, IMNM)
signal recognition particle
(SRP)

3-hydroxy-3-methylglutary-coenzyme A
reductase (HMGCR)

(&Y HMGCR enzyme-linked
immunosorbent assay (ELISA)
2011 Mannmen
HVWGCR
ELISA HMGCR
Fig. 1
HVWGCR
SRP IMNM 2
20 1
= .
E15q e
= ¢
z .
510 L]
g ’
o5 . Tt
<
IR RN Y
Necrotizing  Sporadic Paly Dermato Duchenne Healthy
myopathy  Inclusion body myosiis myositis muscular control
(n=28} myositis (n=7) (n=18) dystrophy (n=30)
(n=24) (n=25)
Fig 1. HVMGCR ELISA
(2) SRP IMNM
SRP
CK
SRP IMNM
3

(facioscapulohumeral muscular dystrophy,
FSHD)

5-18%
CK
1000 1U/L



®) 1MNM

2010 2014
386 (Fig. 2)
SRP 68 18% HMGCR
46 12% 1
SRP (n =
67) HWGCR (n = 45) 2
SRP 57% HMGCR  67%
SRP 55 HMGCR 57
1 SRP
25%  HMGCR 24% HMGCR
18% MMT3
SRP 63%
HMGCR 24% (p < 0.001)
SRP 69% HMGCR  44% (p =
0.01) SRP 48% HMGCR
11% (p < 0.001) SRP

67% HMGCR  44% (p = 0.02)

cK
SRP 6581 IU/L HMGCR 6436 1U/L
SRP 90%
1MNM HMGCR 1MNM
560% (p < 0.001)
SRP HMGCR
1MNM
SRP
1MNM

Entry to Integrated DiagnosisProjectfor IIM
October 2010 to December 2014
(N =657)

Non IIM
(n=140)

Lack of relevantinformation
(n=57)

Included in analysis
(n = 460)

Inclusion body myositis
(n=73)

11M except for inclusion body myositis
(n=387)

Polymyositis(n=19)

Dermatomyositis (n= 56)

Immune-mediated necrotizing myopathy (n=177)
Anti-synthetase syndrome (n = 51)

Non specific myositis(n = 84)

Fig. 2 study flow

(4) VM

IMNM 162
DNA HLA-DRB1
DNA PCR-SSOP
HLA
DNA
460
Fisher s exact
test

DRB1*08:03 (odds 2.3, p=0.000021)
DRB1*11:01 (odds 2.0, p=0.04)

IMNM
DRB1*08:03 IMNM
DRB1*11:01 IMNM
DRB1*11:01 odds 5.4 (p=0.00016)
odds 7.8 (p=0.012) odds 3.9
(p=0.031
SRP
DRB1*08:03 HMGCR

DRB1*11:01 odds 2.5
(p=0.0012) odds 3.7 (p=0.0073)

HLA-DRB1 SRP
HMGCR

(Fig. 3)

DRB1*08:03 DRB1*11:01

ARF
«— EitlEn —
Rl

FSRPIL1F FHMGCRIL{F

N ~

ST IR A AT —

Fig. 3 HLA-DRB1 IMNM

14

1. Liang WC, Uruha A, Suzuki S, Murakami
N, Takeshita E, Chen WZ, Jong WJ, Endo
Y, Komaki H, Fujii T, Sekine H, Suzuki
Y, Kawano Y, Mori-Yoshimura M, Oya Y,
Xi J, Zhu W, Zhao C, Watanabe Y,
Ikemoto K, Nishikawa A, Hamanaka K,
Mitsuhashi S, Suzuki N, Nishino I.
Pediatric necrotizing myopathy



associated with
anti-3-hydroxy-3-methylglutaryl-coe
nzyme A reductase antibodies.
Rheumatology 56: 287-293,
2017. DOI:
10.1093/rheumatology/kew386

Ohnuki Y, Suzuki S, Shiina T, Uruha A,
Watanabe Y, Suzuki S, lzumi S,
Nakahara J, Hamanaka K, Takayama K,
Suzuki N, Nishino I. HLA-DRB1 alleles
in immune-mediated necrotizing
myopathy. Neurology 87
1954-1955, 2016

DOI: 10.1212/WNL.0000000000003160

Watanabe Y, Uruha A, Suzuki S,
Nakahara J, Hamanaka K, Takayama K,
Suzuki N, Nishino I  Clinical
features and prognosis in anti-SRP and
anti-HMGCR necrotizing myopathy. J
Neurol Neurosurg Psychiatry

87(10): 1038-1044, 2016

DOI: 10.1136/jnnp-2016-313166

Suzuki S, Nishikawa A, Kuwana M,
Nishimura H, Watanabe Y, Nakahara J,
Hayashi YK, Suzuki N, Nishino I.
Inflammatory myopathy with
anti-signal recognition particle
antibodies. Case series of 100
patients. Orphanet J Rare Dis

10: 61, 2015
DOI: 10.1186/s13023-015-0277-y

Suzuki S, Yonakawa T, Kuwana M,
Hayashi YK, Okazaki Y, Kawaguchi Y,
Suzuki N, Nishino I Clinical and
histological findings associated with
autoantibodies detected by RNA
immunoprecipitation. J Neuroimmunol
274: 202-208, 2014, DOI:
10.1016/] . jneuroim.2014.07.006

12

SRP
HMGCR 34
2016/11/4,
Bigship

Suzuki S, Uruha A, Watanabe Y,
Nakahara J, Hamanaka K, Takayama K,
Suzuki N, Nishino I. Clinical features
and prognosis in anti-SRP and
anti-HMGCR necrotizing myopathy. The
13" International Workshop on

Autoantibodies and autoimmunity,
2016/10/12, Kyoto

HLA-DRB1
28
2016/9/30,

SRP
HMGCR 57
2016/5/18

HLA
Annual
Review pp237-242,

2017

pp395-401, 2016.

http://ww_keio-med. jp/neurology/nig/in

dex._html

@
SUZUKI, Shigeaki
50276242

®

NISHINO, Ichizo
(OHNUKI, Yuko)
(WATANABE, Yurika)



