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Search for genes involved in the mechanism of immune-mediated necrotizing
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We performed the six-locus HLA anal¥sis of the patients with immune-mediated
necrotizing myopathy (IMNM). We found that specific HLA alleles were associated with IMNM in adult
patients at all HLA loci analyzed, with DRB1*08:03 showing the strongest susceptibility. We reported
these results (HLA.101:449-457,2023). We analyzed not only IMMNM but also inclusion body myositis

(I1BM) and dermatomyositis (DM) and showed that each disease type has different risk alleles.
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Table 1. Frequenciesof HLA alldesin IMNM patients
IMNM patients Healthy Contrals 0
HLAGIEe  idenumber (%) dlelenumber (o v  OR 9% Cl
A*02:07 28/474 (6) 23/920 (3) 0.0023 24 1.3-45
B*46:01 42/474 (9) 46/920 (5) 0.0072 18 12-29
C*01:02 104/474 (23) 141/920 (15) 0.0029 16 12-21
DRB1*08:03 82/474 (17) 71/920 (8) 0.00000017 25 18-3.6
DRB1*11:01 25/474 (5) 23/920 (3) 0.012 22 1241
DQB1*06:01 140/474 (30) 43/228 (19) 0.0024 18 12-2.7
DPB1*02:02 29/474 (6) 5228 (2) 0.024 29 1.1-9.7
DPB1*05:01 210/474 (44) 77/228 (34) 0.0087 16 11-22

ORand 95% Cl means odds retio and 95% confidence interval, respectively. These were caculated
using Fisher's exact test. Alleles with P<0.05 are shown in thistable.
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Table 2. Frequenciesof HLA allelesassociated with clinical characteristicsin IMNM patients

HLA

(A) with anti-SRP antibody

HLA genotype IMNM patients Healthy Controls Pvalue OR 95% CI
alele number (%) alele number (%)
DRB1*08:03 26/148 (18) 71/920 (8) 0.00033 25 1542
DQB1*06:01 51/148 (34) 43/228 (19) 0.00094 23 14-37
DPB1*05:01 74/148 (50) 771228 (5) 0.0018 20 13-31
(B) with anti-HMGCR antibody
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
A*02:07 12/124 (9) 23/920 (2) 0.00036 42 18-9.0
DRB1*08:03 22/124 (18) 71/920 (8) 0.00068 26 1544
(C) without anti-SRP nor anti-HM GCR antibodies
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
DRB1*08:03 34/204 (16) 71/920 (8) 0.00026 24 15-38
(D) with taking gtatin
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
A*02:07 9/92 (9) 23/920 (2) 0.0014 42 1798
B*46:01 14/92 (15) 46/920 (5) 0.00052 34 1.7-6.6
DRB1*08:03 24/92 (26) 71/920 (8) 0.00000065 42 24-73
DQB1*06:01 34/92 (36) 43/228 (18) 0.00087 25 14-45
(E) with connective tissue disease
HLA genotype IMNM patients Healthy Controls Pvalue OR 95% CI
alele number (%) alele number (%)
C*03:04 18/58 (31) 117/920 (12) 0.00051 31 1657
(F) with severe symptom
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
DRB1*08:03 26/154 (16) 71/920 (8) 0.00068 24 14-40
DQB1*06:01 50/154 (32) 43/228 (18) 0.0034 21 13-34
(G) with chronic progresson
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
DRB1*08:03 26/150 (17) 71/920 (8) 0.00057 25 1542
DRB1*11:01 12/150 (8) 23/920 (3) 0.0017 34 1573
(H) with bulbar palsy
HLA genotype IMNM patients Healthy Controls P value OR 95% CI
alele number (%) alele number (%)
A*02:07 11/138(7) 23/920 (2) 0.0025 34 1474
C*01:02 36/138 (26) 141/920 (15) 0.0031 1.9 1.2-30
DRB1*08:03 32/138(293) 71/920 (8) 0.00000031 3.6 2258
DQB1*06:01 49/138 (35) 43/228 (18) 0.00048 24 1439

OR and 95% Cl means odds ratio and 95% confidence intervd, respectively. These were caculated using
Fisher's exact test. Alleles with Pc<0.05 are shown in thistable.
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Table 3. Frequenciesof HLA alldesin juvenile patientswith anti-HMGCR antibody

Allde number (%)

HLA allde  juvenilepatients adult patients P value OR
n=12 n=124

B*13:01 2(17) 1(0) 0.021 23.2

C*03:04 6 (50) 18 (15) 0.0074 5.8

OR and 95% CI means odds ratio and 95% confidence interval, respectively. These were calcul
Fisher's exact test. Alleleswith P<0.05 are shown in thistable.

(Association of immune-mediated necrotizing myopathy with HLA
polymorphisms. Ohnuki Y, Suzuki S, ShiinaT, et a. HLA. DOI: 10.1111/tan.14950)
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