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A SRR (RISIRT: « RFEPEEFIIZER) 2 Wi, FestE KRG SHEEIEAE O %6 A4 22 A
DOfEIA % H g3 2 sk L EHEG] - xHRBFZE 21T > 72, 132 JER] 237 X FRIC OV T T — & fifhr 247
W, BENLOEX I E mEIRTHEICEEERAED Y 27 PMETT 52 & - fRHRHERED
WIRD BRI AED Y A7 @O LI H 5 L b2 H LN Lz, Zhbid, ZhET
BYET NVETTRBSNTETBERRED A =R 5 (Wb A LA BEERERE) 2 ATO
TEFURELTHFFCTELIENRERBEAETHY . HRATHIO TOHRTH D,

1997 FE L D fkE L CE T ERE=F U U7 BEIEFI D 5 B, 1997 41 A5 2011 4 12 HD
15 FRICHEEZ W S AL HUBIER] 3230 N2 RFGU AR DO RAFIA T OV TRAEZE(L A R
FLic, A7 A REFEEOMGBERERD L Bk bz, 25 7~ h—7F A (SLE)
EBRBRESEAMER TH Y | MIEEBEITA RIS L T\ e, HRICEEZ AR WY AT AT
LV R BEIRTh DARERBOREENEARRZ D2 LN TEHRYOHMETH 5,

)BT — 2 Y — 2 — (BT - A EMER TS v ¥ — 0 TBIET5%) ZFl
(2 MOBFFEBI R HE DWW IO D, Ff 2, 045 ORIV KR E IEEESEAE, K OBERE RO B
DY TN FBEOBRKRER, FEEEHREIRTIUE L, B AR THE— O RFRMEKBRE JRELSERE
DIRIE ~DNA N 7 T E T, A THRRED DNA N7 Th D, Ziva AT, Kzt
KER SREESEAE 12 )9 2 TRl TO RS 7 AHEAfENT (GWAS: genome-wide association
study) ZAT720, 2 DOBEBESZ MBS TN (BB EBR T OFEER) % 12 B
& (12924. 11-12) & 20 FHAMK(20q12) ICFIE LTz, S HIZ, 20q12 OBIRTJEIZ DOV TIL,
By I TF =8N, T —~T 4 7 AT LD | Z OEEN DR B BT
LINC01370 (long intergenic non—protein coding RNA 1370) D3 RIZEEh L7-, LINC0O1370 I,
REMRHR, A7 uA MR L, LRI X 0 FPRMERBRE IS L BIfR L T\ 5 2 & R
SN THHRERZHIET D AN H D 2 E R aho iz,



PO REmEE (UERRY: - BAEER AT A S 0 8) 2, COL2A1 F% %
BT HEE 240550 iPS #UE WIS :ﬁkija L7z, RIS U7z iPS MR A sk fifal s 3 bhE
L CIER iPS fifd & Lhfekpat L, #EEEEDR S > T\ D 2 L AR LT,

HRYIO7aYzs LT, AT A F%‘z@ THEO B A N L X - JEEAREHIE R - wEEE o
3WHR & 3 OOBAFH VTl 5 = 2: 2L D “RAETRMA BAETHIEMSIZBIEL
T BRI % Jete e & UCRAGB L. JEATHERR IS C SIERI OB ERZ5E T LT,

A multicenter case—control study was performed for the purpose of identifying risk
factors for the development of osteonecrosis of the femoral head (ONFH). Results of
data analyses (132 cases and 237 controls) showed that a high dietary intake of vitamin
E reduces the risk and oral contraceptive increases the risk of ONFH development. This
is the first evidence from human which support the pathomechanisms of ONFH development
proposed based on the previous animal studies

A total of 3230 newly—diagnosed ONFH patients who were reported to a multicenter
hospital-based sentinel monitoring system from 1997-2011 were analyzed. Regarding
underlying diseases requiring steroid administration, the proportion of patients with
systemic lupus erythematosus and renal transplantation decreased in both males and
females. In contrast, the proportion of patients receiving steroids for pulmonary
disease significantly increased in both males and females. This large descriptive
study is the first to investigate temporal trends in the characteristics of ONFH.

We established DNA bank of ONFH, collecting clinical information from 2,045 patients
with ONFH and its related diseases. This is the largest DNA bank of ONFH in the world.
To identify susceptibility genes of ONFH, we performed a genome-wide association study
(GWAS) with whole genome imputation. As a result, we identified two loci in 12q24.11-
12 and 20q12 showing genome—wide significant association with ONFH. We then evaluated
these loci in silico using public databases. LINC01370 was the only gene in the 20ql12
locus; its expression was associated with the SNPs with genome—wide significance and
its functions estimated in silico were related to the known plausible biological
pathways for the development of ONFH, such as lipid or steroid metabolism. Therefore,
LINCO01370 was likely to be a disease—susceptibility gene of ONFH.

We successfully established the iPS chondrocytic cells from two patients with COL2A1
mutations. Then, we compared the ability of cartilage development between iPS cells
from COL2A1 mutations and those from normal subjects and found that the iPS cells from
COL2A1 mutations had poor ability of cartilage development.

We started the world’ s first clinical trial for preventing the development of ONFH
by using three drugs, including antiplatelet agent, lipid-lowering agent, and anti-
oxidant agent. This clinical trial was officially approved as “advanced medical

treatment” by Minister of Health Labour and Welfare in Japan.
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Common site of subchondral insufficiency fractures of the femoral head based on three—
dimensional magnetic resonance imaging. Iwasaki K, Yamamoto T, Motomura G, Karasuyama

K, Sonoda K, Kubo Y, Iwamoto Y. Skeletal Radiol. 2016 Jan; 45(1):105-113

Clinical and radiographic evaluation of cemented socket fixation concomitant to
acetabular bone grafting fixed with absorbable hydroxyapatite—poly—-1-lactide composite
screws. Goto K, Okuzu Y, So K, Kuroda Y, Matsuda S. J Orthop Sci. 2016 Jan;21(1) :57-62
The first double-blind, randomised, parallel-group certolizumab pegol study in
methotrexate—naive early rheumatoid arthritis patients with poor prognostic factors,
C-OPERA, shows inhibition of radiographic progression. Atsumi T, Yamamoto K, Takeuchi
T, Yamanaka H, Ishiguro N, Tanaka Y, Eguchi K, Watanabe A, Origasa H, VYasuda S,
Yamanishi Y, Kita Y, Matsubara T, Iwamoto M, Shoji T, Okada T, van der Heijde D,
Miyasaka N, Koike T. Ann Rheum Dis. 2016 Jan;75(1):75-83

b bR OWCE 3 IZ I 1T D o 7T UAnEREME. SRR L, (LA, P Rk Vv~
FEEL,  2016.1; 55(1), 82-87

Multiple epiphyseal dysplasia mimicking osteoarthritis due to acetabular dysplasia: A
report of a familial case with a COMP mutation. Sakamoto Y, Yamamoto T, Kajino Y,
Kabata T, Tsuchiya H, Miyake N, Iwamoto Y, Matsumoto N, Ikegawa S. J Orthop Sci. 2016
Feb; [Epub ahead of print]

The cumulative incidence of and risk factors for latent beaking in patients with
autoimmune diseases taking long—term glucocorticoids and bisphosphonates. Sato H,
Kondo N, Wada Y, Nakatsue T, Iguchi S, Fujisawa J, Kazama JJ, Kuroda T, Nakano M, Endo
N, Narita I. Osteoporos Int. 2016 Mar;27(3):1217-1225

Prevalence and responsiveness to treatment of lung abnormalities on chest computed
tomography in patients with microscopic polyangiitis: A multicenter, longitudinal,
retrospective study of one hundred fifty consecutive hospital-based Japanese patients.,
Ito T, Kashiwakuma D, Kagami S, Iwamoto I, Nakagomi D, Sugiyama T, Maruyama Y, Furuta
S, Jayne D, Uno T, Tatsumi K, Nakajima H. Arthritis Rheumatol. 2016 Mar;68(3):713-23
SOCS3 expressed in M2 macrophages attenuates contact hypersensitivity by suppressing
MMP12 production. Meguro K, Nakagomi D, Suzuki K, Hosokawa J, Fukuta T, Yokota M,
Maezawa Y, Suto A, Nakajima H. J Invest Dermatol. 2016 Mar;136(3) :649-57.
Joint—preserving regenerative therapy for patients with early—-stage osteonecrosis of
the femoral head. Kuroda Y, Matsuda S, Akiyama H. Inflamm. Regener. 2016 Apr;36:4
Serum carboxy-terminal telopeptide of type I collagen levels are associated with
carotid atherosclerosis in patients with cardiovascular risk factors. Kondo T, Endo I,
Aihara K, Onishi Y, Dong B, Ohguro Y, Kurahashi K, Yoshida S, Fujinaka Y, Kuroda A,
Matsuhisa M, Fukumoto S, Matsumoto T, Abe M. Endocr J. 2016 Apr;63(4):397-404.
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sFRP4-dependent Wnt signal modulation is critical for bone remodeling during
postnatal development and age-related bone loss. Haraguchi R, Kitazawa R, Mori K,
Tachibana R, Kiyonari H, Imai Y, Abe T, Kitazawa S. Sci Rep. 2016 Apr 27;6:25198.
doi: 10.1038/srep25198.

Spontaneous differentiation of human mesenchymal stem cells on poly—lactic—co—glycolic
acid nano—fiber scaffold. Sonomoto K, Yamaoka K, Kaneko H, Yamagata K, Sakata K, Zhang
X, Kondo M, Zenke Y, Sabanai K, Nakayamada S, Sakai A, Tanaka Y. Plos ONE, 2016 Apr;
11(4): 0153231

Screening of the COL2A1 mutation in idiopathic osteonecrosis of the femoral head.
Sakamoto Y, Yamamoto T, Miyake N, Matsumoto N, Iida A, Nakashima Y; Research Committee
on Idiopathic Osteonecrosis of the Femoral Head of the Ministry of Health, Labour,
Welfare of Japan., Iwamoto Y, Ikegawa S. J Orthop Res. 2016 May 16; doi:
10. 1002/ jor. 23300.

Results of the Sugioka transtrochanteric rotational osteotomy for osteonecrosis:
Frequency and role of a defect of the quadratus femoris muscle in osteonecrosis
progression. Yamamoto T, Motomura G, Karasuyama K, Nakashima Y, Doi T, Iwamoto V.

Orthop Traumatol Surg Res. 2016 May;102(3) :387-390.

Transient epiphyseal lesion of the femoral head after traumatic hip dislocation: A
case report. Kubo Y, Yamamoto T, Motomura G, Kido S, Karasuyama K, Sonoda K, Iwamoto

Y. Int J Surg Case Rep. 2016 May;24:46-49.

Histopathologic findings of spontaneous osteonecrosis of the knee at an early stage:
a case report. Hatanaka H, Yamamoto T, Motomura G, Sonoda K, Iwamoto Y. Skeletal Radiol.

2016 May;45(5) :713-716.

Extremely early stage osteonecrosis of the femoral head in a patient with hip pain
secondary systemic steroid pulse therapy for Vogt—-Koyanagi-Harada syndrome. Kuroda Y,
So K, Goto K, Matsuda S. Int J Surg Case Rep. 2016 Jun 15,;25:97-101.

Identification of Nedd9 as a TGF-f -Smad2/3 Target Gene Involved in RANKL-Induced
Osteoclastogenesis by Comprehensive Analysis. Omata Y, Nakamura S, Koyama T, Yasui

T, Hirose J, Izawa N, Matsumoto T, Imai Y, Seo S, Kurokawa M, Tsutsumi S, Kadono Y,
Morimoto C, Aburatani H, Miyamoto T, Tanaka S. PLoS One. 2016 Jun 23;11(6) :e0157992
doi: 10.1371/journal. pone. 0157992. eCollection 2016

Treatment Patterns, Direct Cost of Biologics, and Direct Medical Costs for Rheumatoid
Arthritis Patients: A Real-world Analysis of Nationwide Japanese Claims Data. Sugiyama
N, Kawahito Y, Fujii T, Atsumi T, Murata T, Morishima Y, Fukuma Y. Clin Ther. 2016
Jun; 38(6) :1359-1375. el,.

Ribophorin II is involved in the tissue factor expression mediated by
phosphatidylserine—dependent antiprothrombin antibody on monocytes. Fujieda Y,
Amengual 0, Matsumoto M, Kuroki K, Takahashi H, Kono M, Kurita T, Otomo K, Kato M, Oku
K, Bohgaki T, Horita T, Yasuda S, Maenaka K, Hatakeyama S, Nakayama KI, Atsumi T.
Rheumatology (Oxford). 2016 Jun; 55(6) :1117-1126
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The choice of locking plate in the treatment of peri—implant femoral fracture eight
years after trans—trochanteric rotational osteotomy: A case report. Utsunomiya T,
Yamamoto T, Motomura G, Karasuyama K, Sonoda K, Kubo Y, Hatanaka H, Iwamoto Y. Int J

Surg Case Rep. 2016 Jul;26:101-103

Preoperative gluteus medius muscle atrophy as a predictor of walking ability after
total hip arthroplasty. Nankaku M, Tsuboyama T, Aoyama T, Kuroda Y, Ikeguchi R, Matsuda
S. Physical Therapy Research. 2016 Jul;19(1):8-12

Efficacy and safety of tabalumab plus standard of care in Japanese patients with active
systemic lupus erythematosus: Subgroup analyses of the ILLUMINATE-1 study. Tanaka Y,
Takeuchi T , Mod Rheumatol. 2016 Jul 29:1-8

Manifestations of systemic lupus erythematosus in female patients with polysomy X:
Possible roles of chromosome X. Iwamoto T, Fujimoto M, Ikeda K, Saku A, Makita S,
Furuta S, Niewold TB, Nakajima H. Mod Rheumatol. 2016 Jul, 12:1-3.

A pilot study of regenerative therapy using controlled release of rhFGF-2 for patients
with precollapse osteonecrosis of the femoral head. Kuroda Y, Asada R, So K, Yonezawa
A, Nankaku M, Mukai K, Ito—Thara T, Tada H, Yamamoto M, Murayama M, Morita S, Tabata
Y, Yokode M, Shimizu A, Matsuda S, Akiyama H. Int Orthop. 2016 Aug;40(8):1747-1754.
Characteristics of bone turnover markers in rapidly destructive coxopathy. Abe H,
Sakai T, Ogawa T, Takao M, Nishii T, Nakamura N, Sugano N. J Bone Miner Metab. 2016
Aug 22; doi:10.1007/s00774-016-0769-4

Separation of Circulating MicroRNAs Using Apheresis in Patients With Systemic Lupus
Erythematosus. Kusaoi M, Yamaji K, Ishibe Y, Murayama G, Nemoto T, Sekiya F, Kon T,
Ogasawara M, Kempe K, Tamura N, Takasaki Y. Therapeutic Apheresis andDialysis. 2016
Aug; 20(4), 348-353.

Autoantibodies against a complement component 1 q subcomponent contribute to complement
activation and recurrent thrombosis/pregnancy morbidity in anti-phospholipid syndrome.
Oku K, Amengual 0, Hisada R, Ohmura K, Nakagawa I, Watanabe T, Bohgaki T, Horita T,
Yasuda S Atsumi T. Rheumatology (Oxford). 2016 Aug; 55(8) :1403-1411

Post—steroid neuropsychiatric manifestations are significantly more frequent in SLE
compared with other systemic autoimmune diseases and predict better prognosis compared
with de novo neuropsychiatric SLE. Shimizu Y, Yasuda S, Kako Y, Nakagawa S, Kanda M,
Hisada R, Ohmura K, Shimamura S, Shida H, Fujieda Y, Kato M, Oku K, Bohgaki T, Horita
T, Kusumi I, Atsumi T. Autoimmun Rev. 2016 Aug; 15(8) :786-794

Eosinophilic fasciitis illustrated by [(18)F] FDG-PET/CT. Kurimoto R, Tkeda K, Nakagomi
D, Nakajima H. Intern Med. 2016 Aug;55(16):2321-2.
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Calreticulin mutation does not contribute to disease progression in essential
thrombocythemia by inhibiting phagocytosis. Daitoku S, Takenaka K, Yamauchi T, Yurino
A, Jinnouchi F, Nunomura T, Eto T, Kamimura T, Higuchi M, Harada N, Saito N, Miyamoto
T, Iwasaki H, Akashi K. Exp Hematol 2016 Sep; 44: 817-825

Mogamulizumab Treatment Prior to Allogeneic Hematopoietic Stem Cell Transplantation
Induces Severe Acute Graft-versus—Host Disease. Sugio T, Kato K, Aoki T, Ohta T, Saito
N, Yoshida S, Kawano I, Henzan H, Kadowaki M, Takase K, Muta T, Miyawaki K, Yamauchi
T, Shima T, Takashima S, Mori Y, Yoshimoto G, Kamezaki K, Takenaka K, Iwasaki H, Ogawa
R, Ohno Y, Eto T, Kamimura T, Miyamoto T, Akashi K. Horiuchi T, Akashi K. Biol Blood
Marrow Transplant. 2016 Sep; 22: 1608-1614

Enhanced Reconstitution of Human Erythropoiesis and Thrombopoiesis in an
Immunodeficient Mouse Model with KitWv Mutations. Yurino A, Takenaka K, Yamauchi T,
Nunomura T, Uehara Y, Jinnouchi F, Miyawaki K, Kikushige Y, Kato K, Miyamoto T, Iwasaki
H, Kunisaki Y, Akashi K. Stem Cell Reports.2016 Sep; 13:425-438
RGBT i N BB B 0 i1 O N BOEATHI O RS, B3k, iR, AILRL B, Hr
HFER, ‘HfmE : Hip Joint 2016.9; 42, 297-301

Patient—reported outcomes of femoral osteotomy and total hip arthroplasty for
osteonecrosis of the femoral head: a prospective case series study. Kubo Y, Yamamoto
T, Motomura G, Karasuyama K, Sonoda K, Iwamoto Y. Springerplus 2016 Oct;5(1) :1880.
The clinicopathologic findings of a subchondral insufficiency fracture of the femoral
head in a male patient: a case report. Utsunomiya T, Yamamoto T, Motomura G, Hamai S,

Twamoto Y. Skeletal Radiol. 2016 Oct;45(10) :1425-1429.

Significance of fully automated tests for the diagnosis of antiphospholipid syndrome.
Oku K, Amengual 0, Kato M, Bohgaki T, Horita T, Yasuda S, Sakamoto N, Ieko M, Norman
GL, Atsumi T. Thromb Res. 2016 Oct; 146:1-6

Complement and thrombosis in the antiphospholipid syndrome. Oku K, Nakamura H, Kono M,
Ohmura K, Kato M, Bohgaki T, Horita T, Yasuda S, Amengual O, Atsumi T. Autoimmun Rev.
2016 Oct; 15(10) :1001-1004

Role of apolipoprotein B100 and oxidized low—density lipoprotein in the monocyte tissue
factor induction mediated by anti-beta2 glycoprotein I antibodies. Otomo K, Amengual
0, Fujieda Y, Nakagawa H, Kato M, Oku K, Horita T, Yasuda S, Matsumoto M, Nakayama KI,
Hatakeyama S, Koike T, Atsumi T. Lupus. 2016 Oct; 25(12):1288-1298

Fat—suppressed T2-weighted MRI appearance of subchondral insufficiency fracture of the
femoral head. Sonoda K, Yamamoto T, Motomura G, Karasuyama K, Kubo Y, Iwamoto Y.

Skeletal Radiol. 2016 Nov;45(11):1515-1521.
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Hip external rotator exercise contributes to improving physical functions in the early
stage after total hip arthroplasty using an anterolateral approach: a randomized
controlled trial. Nankaku M, Ikeguchi R, Goto K, So K, Kuroda Y, Matsuda S. Disabil
Rehabil. 2016 Nov;38(22) :2178-83

Mid- and long—term results of femoral component revision using the cement—in—cement
technique: Average 10.8-year follow—up study. Okuzu Y, Goto K, So K, Kuroda Y, Matsuda
S. J Orthop Sci. 2016 Nov;21(6) :810-814.

Local co—application of zoledronate promotes long—term maintenance of newly formed
bone induced by recombinant human bone morphogenetic protein 2. Ichikawa K, Ohta Y,
Mamoto K, Mizokawa S, Minoda Y, Imai Y, Takaoka K, Nakamura H. Biochem Biophys Res
Commun. 2016 Nov 18;480(3) :314-320. DOI: 10.1016/j. bbre. 2016. 10. 034

Acute aortic thrombosis related to antiphospholipid antibodies. Nakamura H, Amengual
0, Horita T, Kato M, Oku K, Bohgaki T, Yasuda S, Atsumi T. Lupus. 2016 Nov; in press
Severity and diurnal improvement of morning stiffness independently associate with
tenosynovitis in patients with rheumatoid arthritis. Kobayashi Y, Ikeda K, Nakamura T,
Yamagata M, Nakazawa T, Tanaka S, Furuta S, Umibe T, Nakajima H. PLoS One. 2016 Nov
165;11(11) :e0166616.

Hydrophobic bile acids suppress expression of AE2 in biliary epithelial cells and
induce bile duct inflammation in primary biliary cholangitis. Hisamoto S, Shimoda S,
Harada K, Iwasaka S, Onohara S, Chong Y, Nakamura M, Bekki Y, Yoshizumi T, Ikegami T,
Maehara Y, He XS, Gershwin ME, Akashi K. J Autoimmun. 2016 Dec; 150-160

Osteonecrosis of the femoral head associated with pigmented villonodular synovitis.
Baba S, Motomura G, Fukushi J, Ikemura S, Sonoda K, Kubo Y, Utsunomiya T, Hatanaka H,
Nakashima Y. Rheumatol Int. 2016 (in press)

Efficacy of teriparatide in the treatment of nontraumatic osteonecrosis of the femoral
head: a retrospective comparative study with alendronate. Arai R, Takahashi D, Inoue
M, Irie T, Asano T, Konno T, Terkawi MA, Onodera T, Kondo E, Iwasaki N. BMC
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