2016



27

15

17

19



2005 (Lupus 14; 499-504, 2005)

2006

(J Thromb Haemost 4; 295-306, 2006)

2015

20

1999
1980




(ITP)

ITP

ITP

1998

4,000

ITP

2000

120



2005
(Lupus 14; 499-504,
2005)

2006

Thromb Haemost 4; 295-306, 2006)

20

2015



= o

1.

Oku K, Amengual O, Bohgaki T, Horita T,
Yasuda S, Atsumi T. An independent validation
of the Global Anti-Phospholipid Syndrome
Score in a Japanese cohort of patients with
autoimmune diseases. Lupus 24:774-5, 2015.

Tanimura K, Jin H, Morikami S, Suenaga T,
Arase N, Kishida K, Hirayasu K, Kohyama M,
Ebina Y, Yasuda S, Horita T, Takasugi K,
Ohmura K, Yamamoto K, Katayama |, Sasazuki
T, Lanier LL, Atsumi T, Yamada H, Arase H.
Beta2-glycoprotein I/HLA class 1l complexes
are novel autoantigens in antiphospholipid

syndrome. Blood 125:2835-44, 2015

Sugiura-Ogasawara M, Atsumi T, Yamada H,
Kitaori T, Ozaki Y, Katano K, Murashima A.
Real-world practice of obstetricians in respect
of assays for antiphospholipid antibodies. Mod
Rheumatol 25: 883-7, 2015

Amengual O, Fujita D, Ota E, Carmona K ,

Oku K, Sugiura-Ogasawara M, Murashima A,
Atsumi T. Primary prophylaxis to prevent
obstetric complications in asymptomatic women
with antiphospholipid antibodies: a systematic
review. Lupus 23:1135-42, 2015

Kitaori K, Sugiura-Ogasawara M, Oku K,
Papisch W, Ebara T, Ozaki Y, Katano K,
Atsumi T. Determination of clinically
significant tests for antiphospholipid antibodies
and cutoff levels for obstetric antiphospholipid

syndrome. Lupus 24: 1505-19, 2015

Atsumi T. Antiphospholipid Scoring. 61st
Annual Meeting of the Scientific and
Standardization Committee (SSC) of the
International Society on Thrombosis and
Haemostasis (ISTH). Toronto, Canada, 20
June 2015

Atsumi T. Interpretation of
antiphospholipid antibody profile. 17*" Asia
Pacific League of Associations for
Rheumatology Congress. Chennai, India, 7
September 2015



T-TAS 231D

Total Thrombus-formation Analysis
System (T-TAS)

25 2 8

APS

C.
(231D)

231D ADP 231D

ADP
T-TAS 231D



231D

G.

1.

1. Katsue Suzuki-Inoue. Roles of a platelet Clec-2
within and beyond clotting. Proteases in Hemostasis
and Vascular Biology, FACEB Science Research
Conference (invited speaker) 2015.6.8, Keystone,
USA

2. CLEC-2
35
2015.7.24
3. CLEC-2
17
157.1
2.

Podoplanin-positive periarteriolar stromal cells
promote megakaryocyte growth and proplatelet
formation in mice by CLEC-2.

Tamura S, Suzuki-Inoue K, Tsukiji N, Shirai T,
Sasaki T, Osada M, Satoh K, Ozaki Y.
Blood. 2016 Jan 21. pii: blood-2015-08-663708.

. Platelets Regulate the Migration of
Keratinocytes via Podoplanin/CLEC-2 Signaling

during Cutaneous Wound Healing in Mice.

Asai J, Hirakawa S, Sakabe J, Kishida T, Wada M,
Nakamura N, Takenaka H, Mazda O, Urano T,
Suzuki-Inoue K, Tokura Y, Katoh N.

Am J Pathol. 2016 Jan;186(1):101-8.

Inhibition of IgE-mediated allergic reactions by
pharmacologically targeting the circadian clock.
Nakamura Y, Nakano N, Ishimaru K, Ando N, Katoh
R, Suzuki-Inoue K, Koyanagki S, Ogawa H,
Okumura K, Shibata S, Nakao A.

J Allergy Clin Immunol. 2015 Nov 7. pii:
S0091-6749(15)01370-6.

. CLEC-2 in megakaryocytes is critical for
maintenance of hematopoietic stem cells in the bone
marrow.

Nakamura-Ishizu A, Takubo K, Kobayashi H,
Suzuki-Inoue K, Suda T.
J Exp Med. 2015 Nov 16;212(12):2133-46.

. Vascular Smooth Muscle Cells Stimulate
Platelets and Facilitate Thrombus Formation
through Platelet CLEC-2: Implications in
Atherothrombosis.
Inoue O, Hokamura K, Shirai T, Osada M, Tsukiji N,
Hatakeyama K, Umemura K, Asada Y, Suzuki-Inoue
K, Ozaki Y.
PLoS One. 2015 Sep 29;10(9):e0139357.

. Measurement of soluble C-type lectin-like
receptor 2 in human plasma.
Kazama F, Nakamura J, Osada M, Inoue O, Oosawa
M, Tamura S, Tsukiji N, Aida K, Kawaguchi A,
Takizawa S, Kaneshige M, Tanaka S, Suzuki-Inoue
K, Ozaki Y.
Platelets. 2015;26(8):711-9. doi:

H.






APS (aPL)
aPL
LA aPL
(triple positive)
aCL 1gG LA
APS LA aCL 1gG
A.
39
APS 48.8 52 65.0
(aPL) 21 26.3 7
8.8
aPL aCL aCL
Ig6 MESCUP B ,GPI aCL(aCL/P
,GP1) 196
B. LA
aCL 1g6 B ,GPI (aP ,GP1) 196
/
APS 80 aPS/PT 196
24/ 56 45
APS34
42 APS:SLE 21 26 SLE
22 28 3 4




APS
C.
aPL
aPL
LA 50 aCL 196G
70 aCL/p ,GPI 1gG
40 ap ,GPl 1gG 30 aPS/PT 1gG
30
aPL1
APS 90 aCL 1gG MESCUP
and/or
aPL triple positive 43
aCL/B ,GPI 1gG

a ,GPI 92  vs 58%

2.
aPL1
aCL 196G
aPL triple positive 1gG aCL/
B ,GPI ap ,GPI IgG
94 vs50

LA 47  9/19 aPS/PT

196 aPL

triple positive

aPL1
86 aCL 1gG
triple positive
19 15 79

aCL/B 2GPI1 1gG
aB 2GPI 1gG 19 9 47

DVT
aPL triple
positive DVT
1vVC
3.
aCL 1gG
70% ~80
40 LA
LA 6
4.
7 5 71 LA
aCL 1gG aCcL/
B ,GPI 1gG 3 ap ,GPI

g6 PS/PT IgG 1



APS

aPL

80

triple positive

aCL 1gG

LA

aPL

LA

(triple positive)

aCL/B 2GPI 1gG

aPL

ap 2GPI 1gG
aCL 1gG
LA aCL IgG
APS LA

1)

2)

3)

4

Yoshikawa Y, Kitayama J, Ishikawa H,
Nakamura A, Taniguchi F, Morishita
E, Ago T, Nakane H, Kitazono:
Fulminant bilateral cerebral
infarction caused by paradoxical
embolism in a patient with protein S
Ala525Val substitution. Neurology
and Clinical Neuroscience. 3(3):
105-107, 2015

Sekiya A, Morishita E, Maruyama K,
Torishima H, Ohtake S: Fluvastatin
upregulates the expression of tissue
factor pathway inhibitor in human
umbilical vein endothelial cells. J
Atheroscler Thromb. 22(7): 660- 668,
2015

Taniguchi F, Morishita E, Sekiya A,
Yamaguchi D, Nomoto H, Kobayashi E,
Takata M, Kosugi 1, Takeuchi N,
Asakura H, Ohtake S: Late onset
thrombosis in two Japanese patients
with compound heterozygote protein S
deficiency. Thromb Res. 135(6)
1221-1223, 2015

Nomoto H, Takami A, Espinoza JL,
Matsuo K, Mizuno S, Onizuka M,
Kashiwase K, Morishima Y, Fukuda T,
Kodera Y, Doki N, Miyamura K, Mori T,
Nakao S, Ohtake S, Morishita E: A
donor thrombomodulin gene variation
predicts graft-versus-host disease
development and mortality after bone

marrow  transplantation. Int J



Hematol. 102(4) : 460-70, 2015

5) Maruyama K, Akiyama M, Kokame K,
Sekiya A, Morishita E, Miyata T:
ELISA-based detection system for
protein S K196E mutation, a genetic
risk factor for
thromboembolism. PLoS One. 10(7):
e0133196, 2015

6) Miyasaka N, Miura 0, Kawaguchi T,

venous

Arima N, Morishita E, Usuki K, Morita
Y, Nishiwaki K, Ninomiya H, Gotoh A,
Imashuku S, Urabe A, Shichishima T,
Nishimura JI, Kanakura Y: Pregnancy
outcomes of patients with paroxysmal
treated

nocturnal hemoglobinuria

with eculizumab: a Japanese
experience and updated review. Int J
Hematol. 2016 Feb 8. [Epub ahead of
print]

n X

pp20-27 2015
8) PNH
(PNH)
ppl100-111,
2015

9)

1
77(5) :461-164,2015
10)

56(7):795-806 2015

11)
26(5):518-523, 2015
12)
16(1):1-10,
2015.
13)

Medicina 52(13):
2300-2304, 2015

14)
C

S 60(2) 158-165 2015

15) 2015
Hot Topics
27 1 2016
16)
BIO Clinica, 2016.

17)

1) Takata M, Morishita E, Taniguchi F,
Sekiya A, Kobayashi E, Asakura H,
Takage A, Kojima T, Otake S A
congenital dysprothrombinemia with
both decreased prothrombin activity
and antithrombin resistance. 77

27 10
16 H ~18

2) Matsuura E, Nakahashi T, Iwaki N,

Kadohira Y, Hayashi T, Morishita E,



3)

4)

5)

6)

7)

Asakura H, Yamagishi M, Nakao S Acute
coronary syndrome due to a

paradoxical embolus during
elthombopag treatment for ITP. 77
27 10
16 H ~18
Sekiya A, Misawa E, Suzuki T, Arai N,
Furusho H, Hayashi K, Asakura H,
Ohtake S, Morishita E : Inflences of
rivaroxaban on laboratory data of
antithrombin, protein C and protein
S activities. 77
27 10 16 H—18
Kobayashi E, Taniguchi F, Maruyama K,
Takata M, Katsu S, Kaneko S, Sekiya
A, Ohtake S, Miyata T, Morishita E :
77 27
10 16 H~18
Kadohira Y, Matsuura E, Hayashi T,
Morishita E, Asakura H, Nakao S
Multiple coagulation factor
inhibitors detected in patients with
lupus anticoagulant. 77
27 10 16
~18
Maruyama K, Akiyama M, Kokame K,
Sekiya A, Morishita E, Miyata T.
Development of ELISA system for
detection of Protein S K196E mutation,
a genetic risk factor for venous
thromboembolism. ISTH, Toronto,

2015.6.20-24

S
C
2015 7 11
8)
. CK193del
PC
2015 7 11
9) .
hypodysfibrinogenemia
. 37
2015 5 21—23
10) S
C
S
37
2015 5 21 ~23
11)
2015 10 10
12)
2015.10.17. 77
13)
2015 11

27
14)



2015 12 4
15)
3
2015 12 12
6) —
— Total Management 2016
2 5
17) APTT
36
2016 2 13
18)
10
2016 2 20
19) o
DIC
10
2016 2 20

20)

10

2016

20



20

B.
A)

2013

(SLE)

APS
C)

(31.7%)

11

(APS)

2010 9

SLE

APS

APS

60

2013

73

APS
4/73

2000

11

(5.5%)

19/60

p<0.001 APS

6.25+/-2.82(x10%/pl)

Vs 12/19 (63%) vs 17/41 (41%)
p=0.0346
B,GPI
13/19 (68%) vs 20/41 (49%) p=0.0377
(@PS/PT) (19/19(100%) vs
21/41(54%), p=0.0004)

(36 vs 18.6, p=0.0066)

APS

C3, C4, CH50

D)
APS



APS

Capture(RedCap)
Vanderbilt

1200

Vanderbilt

28

100%

50%

0%

PAPS:

Research Electronic Data

20

NPO

User

P<0.001

19

a1

69

PAPSEf
(n=60)

Pugiish:sa
(n=73)

O o /)RR A
A|Y

O i /N b
ML

APS

=

N

. Oku K , Amengual O, Bohgaki T, Horita T,

Yasuda S, Atsumi T. An independent validation of
the Global Anti-Phospholipid Syndrome Score in
Japanese cohort of patients with autoimmune
diseases. Lupus. Epub ahead, 2015

. KonoM, Yasuda S , Stevens R, Koide H, Kurita T,

Shimizu Y, Kanetsuka Y, Oku K, Bohgaki T,
Amengual O, Horita T, Shimizu T, Maiima T, Koike,
Atsumi  T. RasGRP4-dependent arthritis and
proliferation of fibroblast-like  synoviocytes.
Arthritis Rheumatol. 67:396-407, 2015

. Amengual O , FujitaD, Ota E, Carmona L, Oku K

et al, Primary prophylaxis to prevent obstetric
complications in asymptomatic women with
antiphospholipid antibodies. a systemic review.,
Lupus 25, 2015, Epub ahead

. Yanada T , Ishiguro N, Oku K, Higuchi I,

Nakagawa |, Noguchi A, Yasuda S, Fukumoto T,
Iwasaki S, Akizawa K, Furugen A, Yamaguchi H,
Iseki K. Successful colistin  treatment  of
multidrug-resistant pseudomonas aeruginosa
infection using a rapid method for determination of
colistin in plasma usefulness of therapeutic drug
monitoring, Biol Pharm Bull, 38, 1430-1433, 2015

. Kitaori T , Sugiura-Ogasawara M, Oku K, Papisch

W, Ebata T, Ozaki Y, Katano K, Atsumi T.
Determination of clinically significant tests for
antiphospholipid antibodies and the cut off levels for
obstetric antiphospholipid syndrome. Lupus Epub
ahead, 2015

. Oku K, Amengual O, Hisada R, Ohmura K,

Nakagawa [, Watanabe T, Bohgaki T, Yasuda S,
Atsumi T Autoantibodies against a complement
component 1q subcomponent(Clq) contribute to
complement activation and recurrent
thrombosis/pregnancy morbidity in antiphospholipid
syndrome(APS). Rheumatology(Oxford) in press,
2016






27

X 2015
20-27
PNH 2015
100-109
(PNH)
Oku K, Amengual O, | An independent validation of | Lupus 24 774-77 | 2015
Bohgaki T, Horita T, | the Global Anti-Phospholipid 5
Yasuda S, Atsumi T. Syndrome  Score in a
Japanese cohort of patients
with autoimmune diseases.
Tanimura K, Jin H, | Beta2-glycoprotein I/HLA | Blood 125 2835-2 | 2015
Morikami S, Suenaga | class Il complexes are novel 844
T, Arase N, Kishida K, | autoantigens in
Hirayasu K, Kohyama | antiphospholipid syndrome
M, Ebina Y, Yasuda S,
Horita T, Takasugi K,
Ohmura K, Yamamoto
K, Katayama l,
Sasazuki T, Lanier
LL, Atsumi T, Yamada
H, Arase H.
Sugiura-Ogasawara Real-world practice of | Mod Rheumatol | 25 883-88 | 2015
M, Atsumi T, Yamada | obstetricians in respect of 7
H, Kitaori T, Ozaki Y, | assays for antiphospholipid
Katano K, Murashima | antibodies.
A.
Amengual O, Fujita D, | Primary prophylaxis to | Lupus 23 1135-1 | 2015
Ota E, Carmona K , | prevent obstetric 142
Oku K, | complications in

Sugiura-Ogasawara
M, Murashima A,
Atsumi T.

asymptomatic women with
antiphospholipid antibodies:
a systematic review.




5 Kitaori K, | Determination of clinically | Lupus 24 1505-1 | 2015
Sugiura-Ogasawara significant tests for 519
M, Oku K, Papisch W, | antiphospholipid antibodies
Ebara T, Ozaki Y, | and cutoff levels for obstetric
Katano K, Atsumi T. antiphospholipid syndrome.

6 Yamada T , Ishiguro | Successful colistin treatment | Biol. Pharm. 1430 -

N, Oku K, Higuchi I, | of multidrug-resistant | Bull. 1433
Nakagawa I, Noguchi | pseudomonas aeruginosa

A, Yasuda S, | infection using a rapid

Fukumoto T, lwasaki | method for determination of

S, Akizawa K, | colistin in plasma usefulness

Furugen A, | of therapeutic drug

Yamaguchi H, Iseki K. | monitoring

7 Oku K, Amengual O, | Autoantibodies against a | Rheumatology( 2016 in
Hisada R, Ohmura K, | complement component 1q | Oxford) press
Nakagawa I, | subcomponent(C1q)

Watanabe T, Bohgaki | contribute to complement

T, Yasuda S, Atsumi T | activation and recurrent
thrombosis/pregnancy
morbidity in antiphospholipid
syndrome(APS).

8 Tamura S, | Podoplanin-positive Blood 38 1430-1 | 2016 in
Suzuki-lnoue K, | periarteriolar stromal cells 433 press
Tsukiji N, Shirai T, | promote megakaryocyte
Sasaki T, Osada M, | growth and proplatelet
Satoh K, Ozaki Y. formation in mice by CLEC-2.

9 Asai J, Hirakawa S, | Platelets Regulate the | Am J Pathol 186 (1) | 101-8 2016
Sakabe J, Kishida T, | Migration of Keratinocytes
Wada M, Nakamura | via Podoplanin/CLEC-2
N, Takenaka H, | Signaling during Cutaneous
Mazda O, Urano T, | Wound Healing in Mice.

Suzuki-lnoue K,
Tokura Y, Katoh N.

10 | Nakamura Y, Nakano | Inhibition of IgE-mediated | J Allergy Clin 2015 in
N, Ishimaru K, Ando | allergic reactions by | Immunol. press
N, Katoh R, | pharmacologically targeting
Suzuki-lnoue K, | the circadian clock.

Koyanagki S, Ogawa
H, Okumura K,
Shibata S, Nakao A.

11 CLEC-2 in megakaryocytes is | J Exp Med 212 (12) | 2133-4 | 2015

Nakamura-Ishizu A, | critical for maintenance of 6

Takubo K, Kobayashi
H, Suzuki-lnoue K,
Suda T.

hematopoietic stem cells in
the bone marrow.




12 | Inoue O, Hokamura | Vascular Smooth  Muscle | PLoS One 10 (9) e01393 | 2015
K, Shirai T, Osada M, | Cells Stimulate Platelets and 57
Tsukiji N, | Facilitate Thrombus
Hatakeyama K, | Formation through Platelet
Umemura K, Asada | CLEC-2: Implications in
Y,Suzuki-Inoue K, Atherothrombosis.
Ozaki Y.
13 | Kazama F, Nakamura | Measurement of soluble | Platelets 26 (8) 711-9 2015
J, Osada M, Inoue O, | C-type lectin-like receptor 2
Oosawa M, Tamura S, | in human plasma.
Tsukiji N, Aida K,
Kawaguchi A,
Takizawa S,
Kaneshige M, Tanaka
S, Suzuki-lnoue K,
Ozaki Y.
14 | Yoshikawa Y, | Fulminant bilateral cerebral | Neurology and | 3(3) 105-10 | 2015
Kitayama J, Ishikawa | infarction caused by | Clinical 7
H, Nakamura A, | paradoxical embolism in a | Neuroscience
Taniguchi F, | patient with protein S
Morishita E, Ago T, | Ala525Val substitution
Nakane H, Kitazono T
15 | Sekiya A, Morishita E, | Fluvastatin upregulates the | J  Atheroscler | 22(7) 660-66 | 2015
Maruyama K, | expression of tissue factor | Thromb 8
Torishima H, Ohtake | pathway inhibitor in human
S umbilical vein endothelial
cells
16 | Taniguchi F, | Late onset thrombosis in two | Thromb Res 135(6) 1221-1 | 2015
Morishita E, Sekiya A, | Japanese patients  with 223
Yamaguchi D, Nomoto | compound heterozygote
H, Kobayashi E, | protein S deficiency
Takata M, Kosugi I,
Takeuchi N, Asakura
H, Ohtake S
17 | Nomoto H, Takami A, | A donor thrombomodulin | Int J Hematol 102(4) 460-47 | 2015
Espinoza JL, Matsuo | gene variation predicts 0
K, Mizuno S, Onizuka | graft-versus-host disease
M, Kashiwase K, | development and mortality
Morishima Y, Fukuda | after bone marrow
T, Kodera Y, Doki N, | transplantation
Miyamura K, Mori T,
Nakao S, Ohtake S,
Morishita E
18 | Maruyama K, | ELISA-based detection | PL0oS One 10(7) e01331 | 2015
Akiyama M, Kokame | system for protein S K196E 96
K, Sekiya A, | mutation, a genetic risk
Morishita E, Miyata T | factor for venous

thromboembolism




