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analysis of factors affecting the
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analysis of factors affecting the
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patients with congenital haemophilia
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BEE J-HIS 2MiEs% THE L. EH
BETEREHRRT S L & biC, B
TEx 1FIC1IEICERE L, £ TOA
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MA5% B 32 (13.1%)
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AR ACEL L, BERIC—ETHA
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Wiz, K%k, FrELVAEROEDBEE
B, TOMDERLY bEE (84%) &
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#9 MARA BEFRENFEREJHIS-D

Mutation

%

Inversion 21 412
Large deletion 7 137
Small deletion 10 19.6
Nonsense mutation 4 7.8
Splicing variants 1 2.0
Missense mutation 7 18.7
Unknown 1 2.0
Total 51 100
# 10 MR A BB FAETRRJHIS-2)
Mutation Inh+(%)
Inversion 52" 20 (39)
Large deletion 1 1 (100)
Small deletion/insertion 20 6 (30)
Nonsense mutation 17 6 (35)
Splicing variants 9 4(44)
Missense mutation 42" 2 (5)
Total 141 39
( 25ED (27 R WERI & &)
11 MAY B BEFAEITHERJHIS-1)
Mutation %
Nonsense mutation 4 57
Large deletion 1 14
Small deletion 2 29
Total 7 100

# 12 AW B Eis TR R (JHIS-2)

Mutation Inh+
Large deletion 2 1
Splicing variants 8
Insertion 1 1
Missense mutation 9
Promotor mutation 2

Total 22 2

(% 25ED (277 W EF &5 Te)

A MA VBEFRECET 2%
1 1%, RIZSRLE INFa, IL-10, CTLA-4
DY A S IA BEEFD 10 SNPs (22T
JJ-HIST 0 40 45 & J-HIS2 O 126 44 DE 166
B BT LT,

£ 13 BB E LR 3 A vIA VEBEBEFO
10SNPs

TNFa G>A —308 | rs1800629
G>A —238 | rs361525
C>T —827 | rsl799724
A>G 670 rs3093662

IL-10 C>T —819 | rs1800871
C>A —592 | rs1800872
A>G — | rs1800896
1082

CTLA-4 G>A 49 rs231775
C>T —318 | rs5742909
A>G CT60 | rs3087243

e —LIEAL e EF—FIT.OA
Ve v F—FEN J-HIS1 @ 40 4, J-HIS2 T
25ED ICWE7-TITA B EF —RAENRD
Bt 214 D& 614 (MER High responder
40 4. Low responder 20 4. FJMEREH 1
%), @A v v ¥ —FET J-HIS2 O 25ED
FTCRA Ve EF—ERELRho72 105
LD 2D T N—"TI1Z48 L. TagMan®SNP
Genotyping % FEjfi L 7=,

IINE TOMFTAD, INFa D—308 D A
allele A4 e ¥ —RLENEETSH
REMEN R STz, F4LA D 9 SNPs &
A Ve e —EEEIC N T, BT R
MNOIEFEFAHATH -T2,



# 14 A ey —HLIEA e EX—HED TNF
@ G>A-308 HHET-HE

TNFa | Inhib Non- 13 (6]
itor Inhibit

G>A-308 | n frequ | n frequen

ency cy
G/G |5 81]0.956 104 | 0.99 | 010820 | 0.1859
G/ A3 0.06 | 1 0.01 | 010820 | 5.3793
A/l A0 0 0 0
Allele
freque
ney
G 1191097 | 209 |0.99 | 011037 | 0.1898
A 3 0.02 1 0.01 | 011037 | 5.2689

5. MARBCBITAHA b B —FRAKF
DRI L OTE P ORI B9 A HF%E
(% 5 WF3e)

O A ey —BEDONANSIBH O IE
mEeE=Y 7

1) BEEEIZ LD in vitro TO/NA IR HL
FITOURIMZEAIZH R DOFHAM « Bl EE
DOEEr : Elg i3 CT & 8.4, |Minl| kb
0.16. |Min2| t 0.13 THEFE & DERMN
B, TF 513 CT ke 1.38, | Minl | b 1.01,
|Min2| bt 1.47 &f@H L OERIZZLL.,
Elg/TF ¥t CT I 1.45, |Minl | K 0.45,
[Min2| t 0.33 &, Elg & TF EOR %
7’ L7z, rFVIIa %z < Elg, TF, Elg/TF
% CT thix 2.46, 0.78, 0.99. |Minl|
k£ 0.21,1.97,0.75, |Min2 |kt 0.19. 3.92,
0.75 T Y .Elg/TF (5T 1.0 IZfEH T
FEHo T2, aPCCEHMTIX CT L 1.11,0.53,
0.68. |Min1] ft 0.28, 2.48, 0.95, | Min2|

I 0.84.5.53, 1.13 T > 7z, aPCC 2 U/ml
WG ERENR B 2 7R U, sebHdtd o B
Wi7nz2 50k Blg 1k & Blg/TF k¢l bhiz,
LI 2> & BERE W TEARATIZ & 5 784 /3 Atk it
& U 7Y ElglTR 3RO CTHA &
Holz,

2) A v b EH—BE DA SR MR
B C OB R OFEM /34 AR
FlH% 5% 0 Blg/TF I X 2 BRI AT
3. ROTEM O%hH: & Tepft Uiz 1 A& BRrE
EFMBHIIABL Lo T A= &R LT,
=5, HR EIEfARRCTH S5, ROTEM
TR RGN 1 Flik. Elg/TF
i, BREETCONRT A — X WEEITZ
LholzZ &b, ROTEM &L 0 EfEE
=H Y T RARETH o, 2 fEHE A
WA RAWFICOILME=FY T %
Elg/TF £ & A AL TV, BEEERIE ST
A VX IEF IR 2 fEFEPN THER L,
FRR L2 RE KT 5 2 E N TE T,

@ IREEMAN A A > b B X —fRHT

1) B#F A b ¥ —IgG i% FVIII &k

% type 2 /3% — 2 %R LTz, P1809L - &

b & —XIEHF FVII iR ERERIC R

AL S 2R Lie s, B FVII IS

bERE R oTe, RAVEEX —3ER

A&7z C2 =8 h—7 %27 LT\

77

2)P1809L 1 > b & — X FVIIL IZBIT 5

von Willebrand K-V VIEEESICE
BT hoTo, ha B FXall &

% FVIIL &M R RTINS L,

—J5, P1809L Z£REHIL C2 FAA T

EEWAL AT 5 von Willebrand K<

U R A~OREAREITERICET LT,
7 C2 £/ 7 u—F AHE~DRKEEHED

ETFLTCWe, Bk, ZoZEE FVII X

C2 FAA v OFEM BEER) ik
72 L.C2 =¥ h—7EfEHAE HE S,



® ITI FDA > & & & —IgG subclass @
R

ITI 5%h 3, AAED 1. B 1Bk
FLizEZ A, ITIHIENT IgG1 A EH L,
FORERIIETER LT, LL, 41V
b EX —DEHEN 1gG4 BHER L,
k7, BT IgG4 B ER L=, 1gG1 &
IgG4 DHERED ITI OBRERBL TN D
HREMEDE 2 DTz,

@ FVIIa/FX iz & % FVII &AL
FVIIa/FX (XA Z7my F) 34 e 4 —
Mo b vz FVIILFEET T
MBI ®mmEgs, ZhizA®MAE O
FVII {EHEASEE & L TRB I,
FVIII (10 nM X FVIIa/FX # %l
(AnM)/TF(AnM¥RM 1 43 LA FVII &M
1349 10 fFI2 EF LK 10 2 % TIE{E 50%
ETIETT 5 b2 O%EEITRE: Lz,
FVIla [RZE~7F FET6)IL FVIIa/FX/TF
O FVIIL EHEREMH LizZ &b, ik
DIEMALEFIT FXa 12 & B EME(LASHER
Ehie, kDb, FVIIa/FX © FVIla 23
FVII #iEH s, 5l &fiE FX B
TR ZBERESED 2 ENbhoTz,
ABFIEL FVINEHELIc L5/ e E S
—HBIZHOWT, FVIIl f e & —%
FVIII L RISEE, TF F#ET TO FVII
EH L EFEE L7z, A1 EEH—=b h—
IR L, Bl & RIS RIS 1 9L
2 FVIL & ER L,

D. &£

1. fVe X —REBEOREKLAVE
vy —RAETER
J-HIS1/U20 52 C DRF R RIZE RS
KEEICRHEIN, AFRONE EERIC
DWW TIEEERIC RO bhvlz, A5
HE TiEA Ve E¥ —DOEKERIZ DN
THIHAEZIToTm, —HHE LAV
EH —DFO#HOFRBICET AHAETE

CENTRELTE®RT —F2BHEL TR
RIyD2FETH D,

2. FRHOKREE DT — & _X— R HEHE

AEEIFHM AR EE O 2R — M
FRICBT BT —EFBEHEINTE, FEF
MM CREAKIIDRNbODAL e e
Z —DFHAEBRIZET 2 OMRETHIDT
DHRBEONT, FHRBEKBETRLH
A EX—FIBAICR b, BEER
THREDEEERNOHERITE69. 2%, F5%
fE20. 5%, BRAES8Y% & — XM BEE R/ T
bolz, £, EHHEFTERZIL3L. 5%
THHN., KIGEHRLOZL L EHHHE
FRIEBEITAT. 6% T, DOETIIFHIMA
FRREOLHUIESMFRIEE Em L T
WABZ RPN, e X —X2f
MARABEFIZEREL TCVERN, FAER
1321, 7% CTOMETHERK & FIROFHEE
RTHHZ BRI N, FERRAIT
BETHEAEEZ RBRIR 8E ZBA. &
WO EH TIHERMICEE TS
B BHMRNOERBEN Lo, 4V
b B X —RAE TOREE A EIXPRE
IBETHY., ZNETOBRKOHE & [FH
ROERTH o7, RIZBREKBEIID 2
WA, ODREICBITAMAREEDA
b X —RBABERICOWTHID CEHET
XHBEERT—FR—RERYHBT L
BHER SNz, 5%, S DITEMEEHE
RV THRAT A UENRDH D,

3. A e ¥ —ORH - BETOEHE(
SEA v EH—DERMAEET
% % Bethesdaik D B 1% TdH 5 Nijme
genBIEOF /2 AU EEE LTHEREE
HEEBER L, AV EEE—HED
b DOBethesdalk Tid, HREDOHFIRRIZO.
05MA X &V — VB EiRZ AV T g
. NijmegenZiE CIXIEHR 7 — v
(NPP)OpHAERE S H 5729, EE



DA IHY—)EMZTOINE LIN

OHCICpH % 7.4 8 % 5 T4 kD

TWb, LinL, —iOHA=ECToH
DIEH 7/ M2 B 805 B Eic i
NijmegenZ ik Tl EMEE L2 &

25 NijmegenZE ik DWW B g higin
HEFERNORBURTHD EEZ LD
o EIT, [HA I —1Db
DIz, 2NOFELA I 7 — Vi %
W, TokyoZi ik & L CTREMI{LNPPD
VERR ORI L% [ - Tz, AVETIL1995
#£1ZB. Verbruggen ® 232WE L7727
A= U IEOWAEE ERISEOpH

ERRELTE R T, RiiX o
FHEVITIR 1528 22 7 Aep HARIH 2 HE
Be&f, Lo T, KEZL-T
bpHZE MR FE Ltz &

MTEZ LI2L Y, NijmegenZEik &
745 O VIR -FIEPEHER I R DM &
nNdZ L aERTE,

EBi, A e BF—HIEEOIEHM
EOFIEEHRT DDA e
vy — A VEERRE L7k (10
T A FENE CABAEKR AR L,

Z OBIFE VIR R Z iz k> T
TR BHE) k0 ERL., A
e —MmifEERAWT, £ X
—HEEOHRERBR 1TV, R LD
ATEAER & U CRIFRFRELME & B Z2EBHME
PR L, MEEEORFTIX, 1~
b v F—HIEICB Y 5B VIR FIEH
OREMEIL, FREFERMEDCVY% T4.8~
12.8% %R L TR Y . 2EEH OINE DR
ORI DOERFEOKRERHY . B
PR B VI FEMEOBE & b TH
BOBEARRBRD DI, ZOREE
FIALT, 2y be—vmiicstd 3
HEVIIEFEEOEFER EHET D
B, FEESRMEDOCV%IX6.6~15.6% &
EHIZE(LER LT, BethesdalkTid
OEGFEREMALTA e E X —E

PRI 57, [FIRFFBED CV%
T6.56~24.9%., HZEHBMEDOCV%TT.
0~48.7%% 7% LTz,
Bethesda ik Tl nithbh 57
WIZ, FRTERIC LY JERZEOR/N &
TEROBEMNIEET 5, ZORREE
B CTHRICART N, RAZED RN SR
LTCWHZERHLNE ol T
bbb, e LT, BERRENE
N25%., 35%., 50%. 7T5%JEBIZISNT
10%DE#AE LI & 2 A, RITRT
& DT 72 R A X BALDRRZET
FRIE% BMEVIE EfE/D SR EWIEE
ERkEND,
B 2%, RAE% M 25% (2BU) ol
0% DEEALIE, A X B ~DIEWE
126.8%~ & Hi/N B0, 75%(0.4BU)
FHETH37%~ & RIS TIEDIL KR % & T2
T ZOFFLD B 1L35%(1L5BUMIED
AL —F D72 &Y | 3R
AT A R 4 B A~ 212150
BT OREMBHLR S TWDHH D
D, EBILSBURIBBIEE LWV B D
LEZ LN, B e X — D
FMOOREICHEENMELEZ LN
77
FERERONEFIEIZ T ZEE
BHD ., EBRFIEOKE—BLETHD
ZEDD, EREEOERICIT X
REIEEOERBLELE X b,

%15 ~NERF BT ~OLEHICHE S RE
DG FEEEVIIIEF 0 1055 D 10K G
BAETEROEWN)

Res k

BU FV'{II Tog BU BU BU%,
10% o =
= )
27.56% |1.439 1.862

2.0 0.14 6.9
25.0% |1.398 2.000

1.5 |35.0% |1.544 1.515 0.15 ]10.0




31.6% 1.498 1.667

50.0% |1.699 1.000
1.0 0.15 |15.2
45.0% |1.653 1.152

75.0% |[1.875 0.415
0.5 0.15 |36.6
67.5% |1.829 0.567

4. A ey —RABER L BETHHR
7=

J-HIS1, J-HIS2 DEEFHEED > L
FHREVTHF RIS R B SR B E ORI MR (2t
L. M VIII BF, F XEFBIOEY
A NI A VBIETFENT) ~DSMORKH
B2 LT, £k CHEZEESOER
2EBHEHIEF LI, £, BRICHEEL
TWAREEMN S AT LA2LL., B
FIRNTIT S % £l U7z, BIE. Bi=TF
FriZ#ITHCchd, 5%, MEEERL
TEBEFRESVA N4 VEBETFOH
AT T 228, FE2HATHDHEIS
HAORE & EE) L CERRNERZ T
AT B

5. MARBICBITHA ey —RAK
FOERB X OREEORMYICET 50
%

O A —BEDONLARBH DI
mE=F Y25
MmARAA e B 45—k EEIc kg
BT ENEN, ZhuE, AEHIOIEmEhE
DREEMCHERABOIELE=% Y 7k
BRELENTVWRNWI ERET NS, &
B, 747V VEREBREE=F) 7T
5 BEE I FEARNTIC X DRI 23, Elg/TF
% trigger & LT=AIEIC L 0 ILAMEOH
{ERIkfe=% Y V7 28D THESL LT,
FZEZARP CoOImMEREEFFEL LD
LT, 5BOA e B —BEOILNER
ERBICHBITEEDZ EBHFINS,

@ BEEIMAR A A > b ¥ —fFir

B FVIII BB FER (Prol809leu) %
LicA vk B —FEOBEMAIHE AL,

FDA e X —ITEERMA (A3 RAA V)
LiEBENRTE 2 FASVERBLTAED
FVIII & FEECT FVIII 23T 25K TH
B ERboolz, ZTOER Prol80dL @
FVIII }Z C2 FAA v OHFEME (EELER)
FlLEAET B LM, C2 =t b—7FHEH
EKEHBREESETWE 2 ENbhroTz, BIE
A e EE —DOHETHRAINDGB, 2D
BRFIC W TR S iz @iE e, BBk
HBHZ LT, BEEA Ve EX—IRERD
£ 5B FVIIL & FEE T FVILIL 2RA13
5H0b HiviE, B FVIIL & JEE B FVILT
ERALRNA LV EEEZ —bFEETH L E
N5, TOBFEOENIRERATHS,

@ ITIHOA v b B X —Ig6 subclass DR
7t

MEAFA e EF—FHEREELEEE L
TITIRENE R L TETEY  ~T0%D AL
EIRELNTVWD R, ITI OREICEE
T HEEHIEBFIIRATH D, SEOD
Fex OBRFICHL, ITI B 1gG subclass I
LUF ORI R R 2R LTz, ITI WX
Ig6l B EH L, ZOHBERITIET 2R LT,
UL, 4 e ¥ —DEENZHEN 164
DR UTo, £z, BRI 1g64 A LR L
7ro 1gGl & IgG4 DHEBD ITI OBEEK

CBRLTCWAERMERE LN, Z0L)

|7 1gG subclass ZEEE3 A F X, ITI DRk
DhPHl, FiEm R OB OEH & L
THREIL 250 LRV,

@ FVIIa/FX #Flc & 5 FVILI &ML

T4 X FVIIL 2.0 & U R ERFF O
Bl SR RE L C& T, FRICFVIII{E
PEAL AR REEE M (FVILa) 12 & Y EEE
MIHFECTEHSH L TWAEEREL T,



AIEl, & GBI FVILa (X BVITT 2 g0 o is
PEAL L. Ui E FVIla \2 L 0 iEME L &
FU7z FXa 23 FVILL OyEMHEALZ & & IC R X
TRE ST LT ENP LN RoTe, TD
B A v e EF—(FET ChELTE b
— 7R <, FVIITD #3559
i, FVILa/FX & FVILII R &5 I A
A e X —OFi i gk & UTHE A
ThA I,

E. &
DREDOA b B X —RECBO Tl
5T A ft 2 R & i T e A R oD
FEIT I DRI T, ARWFFER R v E
I, A e X — DR
K CHEFHERNCAH I Cd o T OIT ERESEE
LERNDA v b B X — (G BEDFE
Tdholo, FrEmABE ORE & FHk

DIEFIEIE F 72T EENCE L TVR DA,

FTCWA B B =21 T% LK & TR
BORAERNA Lo T, GH%EE
TFRRNTHFEE & & o CIFFE DMERE DS #4028
ThbH, v H—DORIEEIE Tokyo
BECEBTRCTH D Z EBHA LM
D, EHEL e B X —IEOERSMT D
WeSE Uz, T D&MD TICY—_o
T AMEEERITV, MEREZEORIE L E
RO ZEE /N T 5 FBR AT S

VERD D, V—1 T Afx s LT,

KREOHERER L OEHNHREZ £
B LT B ERRIERX D 1 %2155,

SE., A e X —BEDONA SR
Klokhe=4%Y 7 & LT, Elg/TF &
trigger & LU7-HEEEBARNTIC LV LA
P DOED D D assay BHESL LTz,
DT EiF, SBOAL e X —BEDIL
MEBE A ICEITIEDZ LRENIC
HfFEhsd, AR A AV EEX—DF
FEMS PR LR TE R 22 BB Z W, 5 EL
Pro1809Leu & % F 3 2BIEMKIE A &
FEoOA ey —HBBFEZMAL,

-
—

FVITL #& %8 2 TV < i TR CHEZE
Thole, A b X —HEEBKD ITI
B & ERE S LT3 AfE]
ITI R OFRIEFEHNE D HIET L, ITL O
. AR OFHE - TN DV, 1g6
subclass OZEWMEEEC R 0 5 & FREME:
% LToe 234 2 U (FVI Ta/FX S451)
DOYERBEFFOfRIAS FVITT OFFH & v 5 ifn
IR A A > e B X —OHii e Ikl Ek &
LU CHi 7 22 BLE 0> B TR HEHRI 2 L 2 37 C
TWLSHIENTRE & e o T2,

F. Wrgeses
1. Fa3CsEs®
1) Matsumoto T, Nogami K, Okuda M,
Shima M. Optimization of the automated,
CS-2000i™method for measuring low
levels of von Willebrand factor ristocetin
cofactor activity (VWF:RCo). Int J
Hematol. 2014 [Epub ahead of print]

2) Chitlur M, Rivard GE, Lillicrap D,
Mann K, Shima M, Young G; Factor VIII,
IX,

Disorders Subcommittee of the Scientific

Factor and Rare Coagulation
and Standardisation Committee of the
International Society on Thrombosis and
Haemostasis. Recommendations for
performing
thromboelastography/thromboelastometr
v in hemophilia: communication from the
SSC of the ISTH. Journal of Thrombosis
and Haemostasis 12(1); 103-6

3) Matsui H, Takeda M, Soejima K,
Matsunari Y, Kasuda S, Ono S, Nishio K,
Shima M, Banno F, Miyata T, Sugimoto
M. Contribution of ADAMTS13 to the
better cell engraftment efficacy in mouse
model of bone marrow transplantation.
Haematologica; 2014:99(10):e211-3

4) Matsui H, Fujimoto N, Sasakawa N,

Ohinata Y, Shima M, Yamanaka S,



Sugimoto M, Hotta A. Delivery of
full-length factor VIII using a piggyBac
transposon vector to correct a mouse
model of hemophilia A. PLoS One; 9(8);
104957

5) Shima M, Hermans C, de Moerloose P.
Novel products for haemostasis.
Haemophilia; 20(4); 29-35

6) Muto A, Yoshihashi K, Takeda M,
Kitazawa T, Soeda T, Igawa T, Sampei Z,
Kuramochi T, Sakamoto A, Haraya K,
Adachi K, Kawabe Y, Nogami K, Shima
M, Hattori K. The anti-factor IXa/X
bispecific antibody ACE910 prevents
spontaneous joint bleeds in a long-term
primate model of acquired hemophilia A.
Blood. 2014; 124(20):3165-3171

7) Muto A, Yoshihashi K, Takeda M,
Kitazawa T, Soeda T, Igawa T, Sakamoto
Y, Haraya K, Kawabe Y, Shima M,
Yoshioka A, Hattori K. Anti-factor IXa/X
bispecific antibody (ACE910): hemostatic
potency against ongoing bleeds in a
hemophilia A model and the possibility of
routine supplementation. J Thromb
Haemost. 2014; 12(2): 206-213.

8) Yada K, Nogami K, Kawamura T,
Minami H, Shima M. The first case of
intlh-related inversion in Japanese
haemophilia A patients. Haemophilia.
2014; Aug 25. doi: 10.1111/hae.12509.
9)Matsumoto T, Nogami K, Shima M.
Coagulation function and mechanisms in
various clinical phenotypes of patients
with acquired factor V inhibitors.
Journal of Thrombosis and Haemostasis.
2014;12(9): 1503-1512.

10) Ogiwara K, Nogami K, Matsumoto T,
Shima M. Tissue factor pathway
inhibitor in activated prothrombin

complex concentrates (aPCC) moderates

the effectiveness of therapy in some
severe hemophilia A patients with
inhibitor. International Journal of
Hematology. 2014; 99(5): 577-587.

11) Nogami K, Shinozawa K, Ogiwara K,
Matsumoto T, Amano K, Fukutake K,
Shima M. Novel FV mutation (W1920R,
FVNara) associated with serious deep
vein thrombosis and more potent APC
resistance relative to FVLeiden. Blood.
2014; 123(15): 2420-2428.

12) Haku J, Nogami K, Matsumoto T,
Ogiwara K, Shima M.
monitoring of bypass therapy in
hemophilia A patients with inhibitors by

the use of clot waveform analysis.

Optimal

Journal of Thrombosis and Haemostasis.
2014; 12(3): 355-362

15) Tatsumi K, Sugimoto M, Lillicrap D,
Shima M, Ohashi K, Okano T, Matsui H.
A Novel Cell-Sheet Technology That
Achieves Durable Factor VIII Delivery in
a Mouse Model of Hemophilia A. PLoS
One. 2013 8(12):e83280.

16) Haku J, Nogami K, Matsumoto T,
Ogiwara K, Shima M.
monitoring of bypass-therapy in
hemophilia A patients with inhibitor
using clot waveform analysis. J Thromb
Haemost. 2013; 12(3):355-62

17) Mimuro J, Mizukami H, Shima M,
Matsushita T, Taki M, Muto S, Higasa S,
Sakai M, Ohmori T, Madoiwa S, Ozawa
K, Sakata Y. The prevalence of

antibodies against

Optimal

neutralizing
adeno-associated virus capsids is reduced
in young Japanese individuals. J Med
Virol. 2013; 86(11): 1990-7

18)Matsumoto T, Nogami K, Shima M.
Simultaneous measurement of thrombin

and plasmin generation to assess the



and
2013

interplay between coagulation

fibrinolysis. Thromb Haemost.
110(4):761-8.

19) Shima M. [Hemophilia world] Rinsho
Ketsueki. 2013 54(8):736-43.

20) Yada K, Nogami K, Shima M.
Different factor VIII neutralizing effects
on anti-factor VIII inhibitor

antibodies associated with epitope
specificity and von Willebrand factor. Br
J Haematol. 2013 163(1):104-11.

21) Sakurai Y, Kasuda S, Tatsumi K,
Takeda T, Kato J, Kubo A, Shima M.
Repression of Factor VIII Inhibitor
Development with Apoptotic Factor
VIII-expressing Embryonic Stem Cells.
Hematol Rep. 2013 5(2):30-3.

22) Kajiwara M, Shima M, Yoshioka A.
Two haemophilia patients with inhibitors
who became ambulatory after
physiotherapy under haemostatic cover
with bypassing agents. Haemophilia.
2013 19(5):e301-4.

23) Shima M, Thachil J, Nair SC,
Srivastava A. Towards standardization of
clot
recommendations
applications. J Thromb Haemost. 2013
11(7):1417-20.

24) Doi M, Sugimoto M, Matsui H,
Matsunari Y, Shima M. Coagulation

potential of immobilised factor VIII in

waveform analysis and

for its  clinical

flow-dependent fibrin generation on
platelet surfaces. Thromb Haemost. 2013
110(2):316-22.
25) Sugita C, Yamashita A, Matsuura Y,
Iwakiri T, Okuyama N, Matsuda S,
Matsumoto T, Inoue O, Harada A,
Kitazawa T, Hattori K, Shima M, Asada
Y. Elevated plasma factor VIII enhances
formation  in

venous thrombus

rabbitsicontribution of factor XI, von
Willebrand factor and tissue factor.
Thromb Haemost. 2013 110(1):62-75.

26) Oh J, Lim Y, Jang MJ, Huh JY,
Shima M, Oh D. Characterization of
anti-factor VIII antibody in a patient
with acquired hemophilia A. Blood Res.
2013 48(1):58-62.

27) Yada K, Nogami K, Ogiwara K,
Shima M. Activated
complex concentrate (APCC)-mediated

prothrombin

activation of factor (F)VIII in mixtures of
FVIII and APCC enhances hemostatic
effectiveness. J Thromb Haemost. 2013
11(5):902-10.

28) Shima M. [Hemophilial. Rinsho
Ketsueki. 2013 54(2):189-97.

29) Yada K, Nogami K, Wakabayashi H,
Fay PdJ, Shima M. The mild phenotype in
severe hemophilia A with Argl781His
mutation is associated with enhanced
binding affinity of factor VIII for factor X.
Thromb Haemost. 2018 109(6):1007-15.
30) Shima M. Overview of current
treatment for hemophilia: needs of
tailor-made treatment. Rinsho Ketsueki.
53(10):1737-44. 2012

31) Kitazawa T, Igawa T, Sampei Z, Muto
A, Kojima T, Soeda T, Yoshihashi K,
Okuyama-Nishida Y, Saito H, Tsunoda H,
Suzuki T, Adachi H, Miyazaki T, Ishii S,
Kamata-Sakurai M, Iida T, Harada A,
Esaki K, Funaki M, Moriyama C, Tanaka
E,Kikuchi Y, Wakabayashi T, Wada M,
Goto M, Toyoda T, Ueyama A, Suzuki S,
Haraya K,Tachibana T, Kawabe Y,
Shima M, Yoshioka A, Hattori K. A
bispecific antibody tofactors IXa and X
restores factor VIII hemostatic activity in
hemophilia Amodel. Nat Med.
18(10):1570-4. 2012

a



32) Shirahata A, Fukutake K, Mimaya J,
Takamatsu J, Shima M, Hanabusa H,
Takedani H, Takashima Y, Matsushita T,
Tawa A, Higasa S, Takata N, Sakai M,
Kawakami K, Ohashi Y, Saito H. Results
of clot waveform analysis and thrombin
generation test for a plasma-derived
factor VIIla and X mixture (MC710) in
haemophilia patients with
inhibitors-phase I trial: 2nd report.
Haemophilia. 19(2): 330-7. 2012

33) Dargaud Y, Sorensen B, Shima M,
Hayward C, Srivastava A, Negrier C.
Global haemostasis and point of care
testing. Haemophilia. 4:81-8.2012

34) de Paula EV, Kavakli K, Mahlangu J,
Ayob Y, Lentz SR, Morfini M, Nemes L,
Salek S7Z, Shima M, Windyga J,
Ehrenforth S, Chuansumrit A; 1804
(adept(TM)1)

Recombinant factor VIIa  analog

Investigators.

(vatreptacog alfa [activated]) for
treatment of joint bleeds in hemophilia
patients with inhibitors: a randomized
controlled trial. J Thromb
Haemost.10(1):81-9. 2012

35) Nanishi E, Ohga S, Doi T, Ishimura
M, Thara K, Takada H, Shima M, Hara T.
Complete immunotolerance induction
after FEIBA prophylaxis in a
haemophilia A patient with high-titre
inhibitor. Haemophilia. 18(3):e75-7. 2012
36) Matsumoto T, Nogami K, Ogiwara K,
Shima M. A putative inhibitory
mechanism in the tenase complex
responsible for loss of coagulation
function in acquired haemophilia A
patients with anti-C2 autoantibodies.
Thromb Haemost.107(2):288-301. 2012

(2014 4F)
1) Shima M. Bi-specific antibodies as
FVIII mimetics in Hemophilia. 60th
Annual Meeting of the SSC; Milwakee,
USA 201446 H 23 H
2) Mg fRE. /NRICEBT D EHHRERE
DA, F 8 BIfFIU~NET 4 U THKS.
MILH 201442 A 16 H
3) R &, & —M& REERT 1
ROMIA, WA B, FI Bz, ZR
SRR, BR K—, WA BA, BR &
X, B3z &I, JIiE B, %L E,
e Rk, RS AL HVIEFHEREEZ R
#95 bispecific Hii&k ACE910 D I A A
TR AEESNELO TSR F
36 E B AMmiRIEMESE  KIRH 2014 4
5H 30H
4) 1B Bfw, NE B, =8 RE, K
WsE—BR, =8 15T, BRIR O EH, WE
RE/IH E— BVURTFHET#HEL
X#4 5 bispecific i ACEI10 DREFERL
AN TOEMERER VKN ERRIE 5 36
B B A& FE KR 2014 4 5
H 30H
5) KM L%, L Em, B B
MC710 X1 >t t“%—ﬁ“?f%mlﬁ%
ZEEEM L rFVIIa 2 LAERADICER
EfgexkET 2 F 36 EIAARMEIEM
& KPR 201445 H 30 A
6) Il T, FL EE, B0 HE,
WA BF, B e FXalzksd FVII
B EHET 2HEVIR T A2 ALV
HMEERkE Otk % 36 | AAMAAILM
¥4 KWW 201445 H 30 H
7 R FEE, Bo BEE, RAK FF,
Mg £, KB A, K& 3L, B E
Ei, 1B B SFENEEEESREAETE
’Zfﬂ%b\f EEEAE & 37 L LIS B AT -
T REMABAD 146 % 36 [EHAIM
e ibm&4 KBKH 201445 A 30 A
8 WL BF, L EW, Kk FF,



KB HE—, W Rk SRR e
EBRHER BRI A 2 LT KT T AR
AAED 1 5 36 8] H A AR b Ay
KB 201445 H 30 H
9) A W, IF SR, K
K H fJ’LEE, SR/, W AT, B
e, HERE, 2P B RE, NS o ffit
INVEM A1 D Thrombin / Plasmin
generation & i i ¥R O & OHE &
OB DV TE 36 (8] H AR MR 1k i %
& KR 201445 A 30 H
100 &£ MW # B, David Lillicrap, M
i 74247 T FRFBIY
GPVI @2 J—5 Vfla BUOS A I I B i
THREROWIERIfEAT 5 36 [\ B A1k
e KB 201445 H 31 H
1) Wy fkfl. MAHRA >k B4 —TEIED
HBR. B 9ERIE~NEZ 4 VT T —.
it 20144E6 A 7 H
12) W fkf. MEUR - 4 iR oo R AT
A, 5 24 [E] B AER NFE - A Rl iR
&. f{IE 201446 A 13 H
13) W8 #ff. mAFOBFICRT DEE
DrEy s, JRZA BT AL HF U —R
— F. #BEETT 20144E8 H 2 H
14) B fkff. A TRIR B o BT O B
FHZDWTC. 5 20 [EILYEE AR,
FLIZTHT 2014428 A 23 H
15) W§  fokffw. /J\'%O)tﬂlﬁl‘%%%h%@’?‘é
77u—F. % 10 B HANERESE
WHEE I —inKE. KR mmﬁu)
AS5H
16)  Shima M. New
hemophilia therapy (bi-specific antibody
mimicking VIII). The 8th Congress of
Asia Pacific Society of Thrombosis and
Hemostasis. Hanoi, Vietham 2014 £ 10
A1l H
17) g f&f#. New hemophilia treatment
by bispecific antibody to factors IXa and
X. # 76 EIRAMKRTES. KBfi 2014

B,

concepts in

F11A1H

18) Shida Y, Nogami K, Minami H, Yada
K, Takeyama M, Matsumoto T, Ogiwara
K, Shima M. The of

total-thrombus analysis system in the

impact

management of VWD with
anemia. %5 76 [B] H AU iS4
2014411 H 1 B

19) Takeyama M, Nogami K, Matsumoto
T, Shida Y, Yada K, Kitazawa T, Hattori
K, Shima M. Anti-factor IXa/X bispecific
the
activities in acquired hemophilia. % 76
bl B AL . RIRTT 20144E 118 1A
20) BUAE  WAsE, RE GLEE, W RE,
B HERE, ﬂi’_l: M, AR B, B
fkff, EA VWA, B RS, mAETP
PREIC & Z)ihimmf_@!i?fﬁﬁﬁﬁ iR T TR
IR 2 AT L. S APIEICBAT L
A e B S —IGEEIE AR A B3O 14
%102 [ETEI RS 2. KK 2014
411 H 8 H

21) Mg ki, AR ESRHFTHEO B
. BVE AR IR IR gE S L R BR T
20144 11 A 15 H

22)_Wg i, ZhohbomKFERIR. B
PiAR 7 +— T L ABAT 2014411 H
15 H

23) W ki %ﬁ4mKﬁB%ﬁ@ﬁ%&@%
— Rl e X — R TT
—. % 56 [H EZK/J‘}EIﬁl(& . 73‘/\/%3

i 20144 11 A 28 H

24) Shima M, Hanabusa H, Taki M,
Matsushita T, Sato T, Fukutake K,
Fukuzawa N, Maisawa S, Yoneyama K,

severe

NI

antibody improves coagulation

Nogami K. Safety and Prophylactic
Profiles of ACE910, a
Humanized Bispecific Antibody
Mimicking the FVIII Cofactor Function,
in Japanese Hemophilia A Patients Both
without and with FVIII Inhibitors:

Efficacy



First-in-Patient Phase 1 Study. 56th
American Society of Hematology, Annual
Meeting and Exposition. San Francisco,
2014412 H 8 H

25) Minami H, Nogami K, Kitazawa T,
Hattori K, Shima M. FVIII Heavy Chain
Enhances Tenase Activity Induced By
FVIIIa Mimicking Bispesific Antibody,
ACE910. 56th American Society of
Hematology, Annual Meeting and
Exposition. San Francisco, 2014412 H
6 H

26) Shida Y, Nogami K, Minami H, Yaoi
H, Matsumoto T, Kitazawa T, Hattori K,
Shima M. Distinct Localization of
Coagulation Factor VIII, Von Willebrand
Factor and Factor VIIla-Mimetic
Bispecific Antibody Contributing to
Thrombus Formation Under Whole
Blood Flow Conditions. 56th American
Society of Hematology, Annual Meeting
and Exposition. San Francisco, 2014 £
12A 68

27) Kasuda S, Matsui H, Ono S,
Matsunari Y, Nishio K, Shima M, Hatake
K, Sugimoto M. Von Willebrand
Factor-Dependent Inflammatory
Responses in Mouse Septic Model By
Cecal Ligation and Puncture. 56th
American Society of Hematology, Annual
Meeting and Exposition. San Francisco,
20144 12 A 7H

28) Kamiya N, Yada K, Shima M,
Nogami K. The Hemostatic Impairment
in Mild Hemophilia A Possessing
Arg593Cys Mutation Is Caused By the
Attenuated Binding to Phospholipid.
56th American Society of Hematology,
Annual Meeting and Exposition. San
Francisco, 20144 12 A 7 H

29) Yada K, Nogami K, Matsumoto T,

Kitazawa T, Hattori K, Shima M.
Activated Protein C-Catalyzed Factor Va
Inactivation Predominantly Contributes
to the Downregulation of Coagulation
Rather Than Factor VIIIa Inactivation.
56th American Society of Hematology,
Annual Meeting and Exposition. San
Francisco, 20144 12 B 8 H

30) Takeyama M, Nogami K, Matsumoto
T, Shima M. Factor VIII A2 Domain
Contains a Binding Site for Factor X.
56th American Society of Hematology,
Annual Meeting and Exposition. San
Francisco, 2014412 A 8 H

(2013 4E)

) Ak BF, FE HEm, B &E
#3R Thrombin/plasmin generation assay
WX DEEERAREOME F4E BT
EHREFES RET 201341 H 26 H
2) A ¥, & —, Jilm FH,
B JEME, 1B & Aicardi AEEEE
D16 % 110E BANERZSEEM
F4& ZHEW 201342 H 16 H
3) I B, WR 23X BE &,
g Bt CADARERGRDNLEE
BEERED 1] % 29E HE/WETA
MAMFRES BRT 201342 A 21 H
) g B MRRBEOEERLEZ
% 31 [\ FA/NEMIK - EEES B4
AT 201843 H 2 H

5) g #kf MAWRA L eEH—<XR
AV POEB~REERRIEEARE
ITD & kM &#~ % 1B Baxter Web
BET 201343 A 198

6) g Hin WEEFHIEZERSICO
WT FE3E HERERESAVIEIFT—
BJEH 201343 H 22 H

7 RE BCK, WA E, T R/,
WE Rkfw, WA Hz, @ g, R’
ERRT, HA R, B EEZ, B



FIE#E  EIREE S Burkitt lymphoma @
2 Bl 4 26 8 GEE/NERSES RIKGH
2013423 H 24 A

8) Il A, Rl SRIC, HEATEORER,
EF RN, SEJE FEEZ, B #RNE,
AR — B, KAk FEE, W w2, W
Tkl AREVER & o T/ NG ME T A
N 2 H 26 [\ AT/ RS
KB 2013453 H 24 H

9) Pl A, BNOBM, B B
Diamino-Diphenyl Sulfone(DDS) 23 4 %)
Td - 72 #E7EYE Henoch—Schonlein $REE
o—fF  F2eE EENERES K
#i 20134E3H 24 H

10) W5 Bk MmATRIEFROBIm 5 2 [H
WEB SEMINAR in Kansai Z R
201343 H 28 H

1) W8 Skl AR TR SR O B BT R
TR DS FEHFEFEBHAAR Y bY
—7 L AME fEJEE 2013423 A 30 H
12) W fffi  JERBARETOESR ERYE =
—URA MFEFE 20 FEFLS WEB 17
7LrA1 KBkl 201344 A 4R
19)_ Mg feffy S RMEEERE 25 RE O e R
Hro#Es % 116[E AANERFES A
BT 201844 A 19 H

14) g Ffe o TRE VAR BH
ORA L+ %116 B HBHANERZES
BT 201344 H 19 H

15) ¥ F &, Wum R, B 1EH,
RE OKE, BB B ORSREM TR
7 u— b BB THRSRBHCEEL

72 Omenn JEEHD 1 4 IRET 2013
£ 4H19H
16) HJIl #HF, HE "o, B &

itz L OENEE L~ A a7 A<l
REPHBETEMERBED 161 % 116E H
ANREREES KRBT 201344 H 21 H
17) &M 5L, /) FEA, &Il
W FlE, HH BT, B OEE, B
B AT AIMARBERERD T, BE

DA TE LTS 70 v o 1o BERE PR A JR FEAE A%
Beo 1) #5116 E AA/NEEYES IR
5T 201844 H 21 H

18) W2 so, $K HEZ, W k@
[ 2 AR D3 B 2 B /NERE R D & BT B
H/NERHEE 7 0 b AR #5116 [
AAV/NER 4 2018344 A 21 H

19) I B, O B, R 5323
REF BESE, Aol R, MR T, B
Tk, B ERE, &g g, |
BR, W8 fkfe. AE0% S0 6 W2 & A OF
L 7z Niemann-Pick %5 C1F(NPC1)® 1 4.
= By IR CHRIY LV RTY Y A -
Wr & apR—. KB 201345 A 18 H
20) W FRf R RMEM AR OB & TETR
BAOKEREMAFHE I —  FRH
201345 H 22 H

21) EA Ef, WA XA, HH O FF,
Pt A, KB, [ IERS, 3C
B, W B3 N Rk, EAE B
I R S AT NV IS R AIEE.
S REHRE D RTEMEMRATIC OV T—R B R A
~OIBEEOBREEORF— % 13 H
HARL S AFSE fEET 2013 4£ 5 A
26 H

22) flR &30, K& BK, W ZEH,
EiE ER, B B )Iln BE,_E
#ffi  Levetiracetam OHFHANEZ ThH -
7-Hi NMDAR ¥FiikB5 SR EEIE /7 56 1E
ERETAMMZAERRPS)D 1 ] % 55
B BA/NEMRES Kam 2018 £
5H 381H

23) A BT, Bl EW, BE BE,
REOBLHE, KFE B—, B, &
N &F, B ks BEEEEETZ RV
T IR R ELB R BT 5 K EEE R F 0%
% 35 B HAM&IEMPES WLBH
201345 A 31 H

24) KR B—, ¥k EW, B8R F7,
KM OBLE, HI O&TF,E EH, B
HE, L2 mIA, RS A%, B &E




