©
2017 2022

RNA

Attempt to elucidate the pathological mechanisms of myasthenic crisis
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The object of this study was to grasp the whole picture of myasthenic crisis
and to elucidate the possible mechanisms of it. The first step was the clinico-epidemiological
analyses. We analyzed the relationship between crisis and various clinical parameters. We divided
generalized MG patients into two groups; with or without crisis. Positivity rate of AChR and MuSK
antibodies were higher in crisis group. Early fast-acting treatment (EFT) was performed less
frequently in crisis group. This may indicate that EFT contributes in reducing the crisis rate.
Secondly, we identify the risk factors of myasthenic crisis applying the statistical procedure. A
total of 10 articles were reviewed and meta-analyses identified several risk factors: bulbar
symptoms, history of crisis, disease severity, and decreased vital capacity.
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Total MG (n=1090)

Generalized MG
(n=834)

Frequency of crisis

111/1090 (10.2%)

110/834 (13.2%)

E-L-T classification

Frequency of crisis according to

EOMG 32/393 (8.1%) 32/307 (10.4%)
LOMG 20/319 (6.3%) 20/219 (9.1%)
TAMG 421241 (17.4%) 42/209 (20.1%)

disease duration

Frequency of crisis according to

<5 years

22/319 (6.9%)

22/220 (10.0%)

25 years, <10 years

31/284 (10.9%)

31/222 (14.0%)

>10 years 57/483 (11.8%) 57/389 (14.7%)
2
Treatment Crisis (-) Crisis (+) Frequency
Total MG
Without EFT 322 50 13.4%
With EFT 304 35 10.3%
Disease duration <10 years
Without EFT 139 20 12.6%
With EFT 194 20 9.3%




(3) MG 10 3

MGFA > III 5
3
Risk factor Datasets Odds ratio p
Bulbar symptoms 10 4.84 <0.00001
History of crisis 8 6.28 <0.00001
MGFA > 111 9 4.29 <0.00001
Immune suppressants 6 2.44 0.03
Oral steroids 5 1.94 0.02
Male propensity (Sex) 11 1.09 0.61
Thymoma 8 1.54 0.08
VATS 5 0.96 0.91
Low %VC 4 N/A 0.002
Disease duration (months) 4 N/A 0.14
(4) JAMGR QMG OR2.02
(5) RNA
1. Murai H, Yamashita N, Watanabe M, et al. Characteristics of myasthenia gravis
according to onset-age: Japanese nationwide survey. J Neurol Sci 2011;305:97-102.
2. Yoshikawa H, Adachi Y, Nakamura Y, et al. Two-step nationwide epidemiological
survey of myasthenia gravis in Japan 2018. PL0oS One 2022;17:€0274161.
3. 2014. : , 2014.
4, . . 2019;36:384-386.
5. Akaishi T, Motomura M, Shiraishi H, et al. Preoperative risks of post-operative

myasthenic crisis (POMC): A meta-analysis. J Neurol Sci 2019;407:116530.



16 16 9 10

Murai H, Suzuki S, Hasebe M, Fukamizu Y, Rodrigues E, Utsugisawa K 14

Safety and effectiveness of eculizumab in Japanese patients with generalized myasthenia gravis: 2021

Interim analysis of post-marketing surveillance

Ther Adv Neurol Disord N/A
DOl

10.1177/17562864211001995

Howard JF, Vissing J, Gilhus NE, Leite MI, Utsugisawa K, Duda PW, Farzaneh-Far R, Murai H, 30

Wiendl H

Zilucoplan: an investigational complement C5 inhibitor for the treatment of acetylcholine 2021

receptor autoantibody- positive generalized myasthenia gravis

Expert Opin Investig Drugs 483-493
DOl

10.1080/13543784.2021.1897567

Howard JF, Bril V, Vu T, Karam C, Peric S, Margania T, Murai H, Bilinska M, Shakarishvili R, 20

Smilowski M, Guglietta A, Ulrichts P, Vangeneugden T, Utsugisawa K, Verschuuren J, Mantegazza

R, ADAPT Investigator Study Group

Efficacy, Safety, and Tolerability of Efgartigimod in Patients with Generalized Myasthenia 2021

Gravis (gMG): Analysis of the Randomized Phase 3 ADAPT Study

Lancet Neurol 526-536
DOl

10.1016/s1474-4422(21)00159-9

Berrih-Aknin S, Claeys KG, Law N, Mantegazza R, Murai H, Sacca F, Dewilde S, Janssen MF, 11

Bagshaw E, Kousoulakou H, Larkin M, Beauchamp J, Leighton T, Paci S

The patient-reported impact of myasthenia gravis in the real world: protocol for a digital 2021

observational study (MyRealWorld MG)

BMJ Open 048198
DOl

10.1136/bmjopen-2020-048198




Verschuuren J, Palace J, Murai H, Tannemaat M, Kaminski H, Bril V 21

Advances and ongoing research in the treatment of autoimmune neuromuscular junction disorders 2022

Lancet Neurol 189-202
DOl

10.1016/S1474-4422(21)00463-4

Jacob S, Murai H, Utsugisawa K, Nowak RJ, Wiendl H, Fujita KP, 0" Brien F, Howard JF 13

Response to eculizumab in patients with myasthenia gravis recently treated with chronic IVIg: a 2020

subgroup analysis of REGAIN and its open-label extension study

Ther Adv Neurol Disord 1-8
DOl

10.1177/1756286420911784

Narayanaswami P, Sanders DB, Wolfe GI, Benatar M, Cea G, Evoli A, Gilhus NE, Illa I, Kuntz N, 96

Massey JM, Melms A, Murai H, Nicolle M, Palace J, Richman DP, Verschuuren J

International Consensus Guidance for Management of Myasthenia Gravis: 2020 Update 2021

Neurology 114-122
DOl

10.1212/WNL.0000000000011124

Murai H, Suzuki S, Hasebe M, Fukamizu Y, Rodrigues E, Utsugisawa K 14

Safety and effectiveness of eculizumab in Japanese patients with generalized myasthenia gravis: 2021

Interim analysis of post-marketing surveillance

Ther Adv Neurol Disord 1-13

DOl
10.1177/17562864211001995




Howard JF, Vissing J, Gilhus NE, Leite MI, Utsugisawa K, Duda PW, Farzaneh-Far R, Murai H,
Wiendl H

N/A

Zilucoplan: an investigational complement C5 inhibitor for the treatment of acetylcholine 2021

receptor autoantibody- positive generalized myasthenia gravis

Expert Opin Investig Drugs N/ZA
DOl

10.1080/13543784.2021.1897567

Muppidi S, Utsugisawa K, Benatar M, Murai H, Barohn RJ, Illa I, Jacob S, Vissing J, Burns TM, 60

Kissel JT, Nowak RJ, Andersen H, Casasnovas C, De Bleecker JL, Vu TH, Mantegazza R, 0" Brien

FL, Wang JJ, Fujita KP, Howard JF

Long- term safety and efficacy of eculizumab in generalized myasthenia gravis 2019

Muscle & Nerve 14-24
DOl

10.1002/mus . 26447

Murai H, Uzawa A, Suzuki Y, Imai T, Shiraishi H, Suzuki H, Okumura M, O’ Brien F, Wang JJ, 407

Fujita KP, Utsugisawa K

Long-term efficacy and safety of eculizumab in Japanese patients with generalized myasthenia 2019

gravis: A subgroup analysis of the REGAIN open-label extension study

Journal of the Neurological Sciences

116419 116419

DOl
10.1016/j . jns.2019.08.004

Oyama M, Okada K, Masuda M, Shimizu Y, Yokoyama K, Uzawa A, Kawaguchi N, lIkeguchi R, Hoshino Y, 13
Hatano T, Ozawa Y, Nakahara J, Aizawa H, Kitagawa K, Hattori N, Kuwabara S, Murai H, Suzuki S

Suitable indications of eculizumab for patients with refractory generalized myasthenia gravis 2020
Therapeutic Advances in Neurological Disorders 1-9

DOl
10.1177/1756286420904207




Murai H, Utsugisawa K, Nagane Y, Suzuki S, Imai T, Motomura M 1413

Rationale for the clinical guidelines for myasthenia gravis in Japan 2018

Ann NY Acad Sci 35-40
DOl

10.1111/nyas. 13544

Imai T, Utsugisawa K, Murai H, Tsuda E, Nagane Y, Suzuki Y, Minami N, Uzawa A, Kawaguchi N, 89

Masuda M, Konno S, Suzuki H, Akaishi T, Aoki M

Oral corticosteroid dosing regimen and long-term prognosis in generalized myasthenia gravis: a 2018

multicenter cross-sectional study in Japan

J Neurol Neurosurg Psychiatry 513-517
DOl

10.1136/jnnp-2017-316625

Murai H, Hasebe M, Murata A, Utsugisawa K 10

Clinical burden and healthcare resource utilization associated with myasthenia gravis: 2019

assessments from a Japanese claims database

Clin Exp Neuroimmunol 61-68
DOl

10.1111/cen3.12495

Murai H, Utsugisawa K, Nagane Y, Suzuki S, Imai T, Motomura M 1413

Rationale for the clinical guidelines for myasthenia gravis in Japan 2018

Annals of the New York Academy of Sciences 35-40

DOl
10.1111/nyas. 13544




21 9 9

Murai H, Bril V, Vu T, Karam C, Peric S, Imai T, Takahashi M, Uzawa A, Guglietta A, Ulrichts P, Vangeneugden T, Utsugisawa
K, Mantegazza R, Howard J

Analysis of Efgartigimod Efficacy Across Patient Populations and Myasthenia Gravis Specific Scales

62

2021

Murai H

Real-world experience with refractory generalized myasthenia gravis

16th International Congress on Neuromuscular Diseases

2021

COVID-19 MG

33

2021

33

2021




33

2021

Murai H, Claeys K, Friconneau M, Larkin M, Shao J

REAL-WORLD PATIENT-REPORTED IMPACT OF MYASTHENIA GRAVIS: INITIAL DATA FROM THE MYREALWORLD MG STUDY

39

2021

117

2020

61

2020




Murai H, Suzuki S, Hasebe M, Fukamizu Y, Rodriguez E, Utsugisawa K

Safety and effectiveness of eculizumab for patients with generalized myasthenia gravis in Japan: Interim analysis of post-
marketing surveillance

The 6th European Academy of Neurology

2020

Howard JF, Vu T, Bril V, De Bleecker J, Verschuuren J, Mantegazza R, Meisel A, Peric S, de Haard H, Parys W, Guglietta A,
Ulrichts P, Murai H.

ADAPT: A Randomized Phase 3 Study of the FcRn antagonist, Efgartigimod, in Myasthenia Gravis

AANEM 2020 Annual Meeting (American Association of Neuromuscular & Electrodiagnostic Medicine)

2020

60

2019

Genge A, Jacob S, Murai H, Utsugisawa K, Nowak RJ, Wiendl H, Fujita KP, 0" Brien F, Howard JF

Response to eculizumab in patients with myasthenia gravis recently treated with chronic intravenous immunoglobulin

The 54th Canadian Neurological Sciences Federation Congress

2019




Siddigi Z, Howard JF, Jacob S, Guptill JT, Meisel A, Wiendl H, Murai H, Utsugisawa K, Nowak RJ, Fujita KP, 0" Brien F, Patra
K, Muppidi S

Relieving the burden of myasthenia gravis: eculizumab reduces exacerbation, hospitalization and rescue therapy rates

The 54th Canadian Neurological Sciences Federation Congress

2019

60

2019

37

2019

Jacob S, Murai H, Utsugisawa K, Nowak RJ, Wiendl H, Fujita KP, 0" Brien F, Howard JF

Response to eculizumab in patients with AChR+ refractory myasthenia gravis recently treated with chronic 1Vig

The 15th International Congress on Neuromuscular Diseases

2018




MG

36

2018

30

2018

Murai H

Updates on antibodies in myasthenia gravis

Asean Neurological Association Biennial Convention 2017

2017

Utsugisawa K, Nagane Y, Akaishi T, Suzuki Y, Imai T, Tsuda E, Minami N, Uzawa A, Kawaguchi N, Masuda M, Konno S, Suzuki H,
Murai H, Aoki M

Early fast-acting treatment strategy against generalized myasthenia gravis

The 23rd World Congress of Neurology

2017




Murai H, Uzawa A, Suzuki Y, Imai T, Shiraishi H, Tsuda E, Suzuki H, Okumura M, Utsugisawa K

Open label extension trial of REGAIN to evaluate the safety and efficacy of eculizumab in patients from Japan with

refractory generalized myasthenia gravis

The 23rd World Congress of Neurology

2017

2019

904

https://narita.iuhw.ac.jp/labo-neurology/index.html
https://naritahospital.iuhw.ac.jp/departments/neurology/index.html

(Utsugisawa Kimiaki)

(00244913) (81206)




(Matsushita Takuya)

(00533001) (17102)
(Imai Tomihiro)

(40231162) (20101)
(Motomura Masakatsu)

(70244093) (37301)




