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Fig. 3 Pharmacokinetic parameters of (a)
H12-(ADP)vesicles and (b) (ADP)vesicles at a
dose of 10, 20, and 40 mg/'kg (N=5).

2. H12-(ADPY/Ma ik O idie 53 4h

RI £5£3% H12-(ADP)/) i {k % 40 mg/kg {2 C
$eh L 24 B5HE OB OMEMR A LR
L7z & =5, °H, "C & &85 |- i~
L, S CHWI SR L 7= (Fig. 4 (2)). —h
LIREIIMBENER(T 20 77— %
WIS THY, PTm ML - ak
TSR VEHEP LS ThH
L EMERE LTz, E£72, (ADP) /i b
LIIFFEERORE RS HR, HI2 &Gk
LB MOERIIRVNZEEBR LML
7=(Fig. 4 (b)), fli)5, ADP K¥&ifE(1 mM)#:
BT, C IR R Ic Rt S D
ZELIMBTEL,

XGICHEEVL D Lo, MBETIE e
HX0E ML IFRTIISCH-7CH
AMC LB M), T ORMPEDOHIEE
B &z B = ahiz, #REFAY(0.5-24 FFH%)
IZFEOEMBLERE L A, #5530

ik CIE, MERE PR 4 °H & C ol
HEITIFL AL ERITAR < /MAKIZ ADP 75
P S AR TE TR S L OT R H v A
FNTWD Z L 6 S22 - 1= (Fig. S,
Fig. 6), & Z A8z T, £5- 3 Kefid]
LARS CliRk~ Il % OFEMED R B, e At
H &Y WA R L7, ), IFCIE*H
nUC Ly LEMERLE,
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Fig. 4 Bio-distribution of (a) HI2HADP)vesicles and (b)
(ADP)vesicles at a dose of 40 mg/kg as percentage of the
infused dose per gram of organ at 24 hr after administration
into rat (N=5). C: 'H (Cholesterol), W: "'C (ADP).
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Fig. 5 Accumulation of HI2-(ADP)vesicles to spleen
at a dose of 40 mg’kg as percentage of the infused
dose per gram of organ after administration into rat
(N=5). O: H (Cholesterol), @: "*C (ADP),
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Fig. 6 Accumulation of H12-(ADP)vesicles to liver
at a dose of 40 mg/kg as percentage of the infused
dose per gram of organ after administration into rat
(N=5). O: 'H (Cholesterol), @: "*C (ADP).
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H L MC ouin RS 2 350) 2 R %
i, MBI L7 H12-(ADPYMafk? =
L AT o— L ) RERE O A H =
X (VHEBRE LTMh2ERRL, 0T
fidlz e A ENEHEECEE2 L AT B —
DS Tt~ 2 D) (2
T EN--HLBHTES,

fhti. ADP KL= L AT o — |z~

THFOKMIcESETORMEBE LY,

L BERO MBI BV T Y 2O
LIhbMmifisr Lt EL6NS, BHiEW
{ZiX, ADP (I, Wi & TA 2%
ERFYFoCETHRIN, FO%.
JFHRCREIZ2 YD kA~ EN S, 7
M ARV R IRREREA & o, AERRICE
it5 ADP OYEHIBIET 7 b 25
26D, B H(aLATFa—L —
faq-Rg) L & L THEift & h, ''C (ADP —
TIw bzt nsZ 2 4
i & A2 L 7= (Fig. 7, 8).
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Fig. 7 Elimination of HI2-(ADP)vesicles to urine
as  percentage of the infused dose after
administration into rat (N=5). ©; *H (Cholesterol),
@ "‘C(ADP).
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Fig. 8 Elimination of H12-(ADP)vesicles to feces
as percentage  of the infused dose after
administration inte rat (N=5). O : 'H
(Cholesterol), @: "'C (ADP).

3) Sou, K. et al. J. Pharmacol. Exp. Ther. 312, 702-709
(2005).

D. &k

1) 45 6 BFHE TIXRAMD ADP &IEIE
[AlEk 2 ML MR EHBARL, €0
BEEOTMS R~ ICRON(Tys H:
1.8 hr, *C: 2.2 hr, Ty2; 'H: 30.1 hr, "'C: 124
hr). £ @26 H12 o4 82 lH S
REMBRRAS ThH-oT.

2) HI12-(ADP)/ {1 = o Dl b - S L 7=,
Ei=, HI2 OFEZRbD O P ERBEOMIE
RO oat,

3) Beh-ESE - 7 A—206, ki
DA BT L4 5 k@0 mgkg) T
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HI2-(ADP)y/ M (A A $ 5 LT &, i, AR
ZHul & HHIENE AT MREL TY
L E s,

4) HI12-(ADPY/ M) ADP pl4riiR, =2 L
2T o — ARSI AT LTl E LTHE
it ==,
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VR 20 4RHE AR 95 RS2 TR 4 B &2
(BRI A HEEE R o 90 3. BORAIIRR ORFFEHE )
Sy FEE

HI2<(ADPY/NEE DBt & ADP Kt 4ER8

SR R KA (RREEAYE BT, Bd®R)
2w AE WA BT (RRREARY B B LR, tavt
Ay MR R ERFZE )
TR KT (FRREKERFPE B LR RD
HEF e (RLFR K el T )
L =% (RIS B MmN, FER)

[BFREE]

24T =5 CEKIG FT AT F FHIQ)EHE ESE7 Y VIR /R, Sk
1L/ TH] 2 28R L C i/ HROEESE R 2 (R X e M 6 NEBE(E7 v & L TR S D
F(ANEX v T7dat A FIREKE L, $ioihmEREE®H D adenosine
5'-diphosphate(ADP) % N4 St £ (HI2-(ADPY/NMaR), # o1k fEIZSAF Zm B4 5 2 &
Zinvive IZTREE LT& =, Ll /v oM EEIh = f7(ET 5 ADP & I/ WHOBEHE (=
STHIENRD 28, AREIZNE LTz ADP L OERNSHETH D, ZOMMASTEHTE
RWOREKTH -7,

Rk 20 T, HOHHERAI TR, [8-"CJADP, [1,2-*H]cholesterol) T 2 MM L 7=
HI2-(ADP)/Ra A M U, i/ vREESRIZ(E 9 ADP A& e 5 &3k, /NRaikoiisy
PEBETE T TE & BRI 40 & ADP HCHSEE & OMPBIA A HMcT 5 2 LA HME L, £,
HI2-(ADP)/J % RI BEBE+ D Z Lz k- T, m/REE#HREZ Y H—L LTHRALE
ADP Bt S B2 U1 THIET 5 Z Loz Lz, Foiticik. Mo B
P L R B B A T b G, RN A < SRR RS D Ae v R (I E & ADP B
HEEA B LT 52 E2WOEMIT L, E6IT, REFFHIZHEIT S ADP REZLEMSAHL<, A
Dl BB TAE ADP KT A B A FF o/ R CERR 18 SIS Lz
H12-(ADPYMEH(DPPC F) A b+ hE, (bfaE4dm L CE 52 L% invivo [ZTEIETE
s

A BIERM PREX A SNAHE(ET L L LT

TATY I —H o C KR FT AT KEEEXHH(ILVEF 70t otS
FFHI)Z#EEGS SV VIR, A)EFIR & S L, 2 i HoBE R S R
TEMEAL i) R 2 B84 L Cufi b REEIE 2Rk BT adenosine 5°-diphosphate(ADP) A N &
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HIIEHI12-(ADPY M), o Ik i fEl 5
FizmETHZ L% in vive IZTREML T
"D LasL, du/vRe iR fRAE
45 ADP &ifn/RERSIC (- THtH &R
Lz, pREIZAE L 72 ADP & O XHIA
HETH Y, FOMHBEN TE LV OMN
Bikthot,

Fopk 20 FEEIE. WOHHERNGL 5T % (RL
[8-"*C]ADP, [1,2-*H]cholesterol) T 2 M L
7= HI2-(ADPy/ M@ A28 L /iR
[Zf 5 ADP Ko % 33E4 5 & ki, /afk
O NPt A & PTG ) & ADP i
Ptk L OHBEH AT A L 2B -
L&,

1) Okamura, Y. et al. J Thrombh. Haemost. 7,
470-477 (2009).

2) FRK 18, 19 EHE BRI IER G RF R E of
e &

B. BF%E ik
1. H12 #6 PEG AEFI(H12-PEG-Glu2C18)%)
1.1 Glu2C18 & Fik

s 28 (296 g, 20 mmol), p- kb
v ANGR B KT (4.56 g, 24 mmol) &
AR 150 mL IZEERE S 4, Dean-Stark %
fift 2 FAV T AL 2472 (105°C, 1 hr),
ZORICARTFT YT a—i (119 mg,
44 mmol) # @M L T 485 & W 7=
(105°C, 14 hr), (EEEZMIERER, RO%E
7 v/l A 150 mL (C7EAR S, IREET b
U v LK 150 mL C 28], 7K 150 mL
T 2 [y Lz, 2 o aikor AR %[0
WL, Wik bV 7Ll TRAR., BikE
MIEREE Ui, A% 7 — N iEifh, i,
Wt S&THEAKK Glu2C18 (13.3 g, I
85%) & 7.

12. LA I FAMA PEG #48 Glu2CI8
(MALPEG-Glu2CI8)D ik

7 1 a2 10 mL HC Glu2CL8 (575.5
mg, 880 umol), TEA (122.5 uL, 880 umol)#
SN, MALPEG-NHS (Mw:3400, 1.5 g, 279
umol) 2 {AME, fiEHE L= (1, 12 hr), P
NE—FT AT L&, <+
cpCEM LS ERE, AR K
MALPEG-GIu2C18 (1448.1 mg, L 70%)%
7=

1.3. HI2 #% {5 PEG-Glu2C18 (H12-PEG-
GluCI18)D H ik

MAL-PEG-Glu2C18 (1000 mg, 253.7 umol)
& C RN VAT A A EFEASE HI2
(328 mg, 253.7 umol)# DMF10 mL (Z{aff,
WHELI=(er, 720r), Y=FAz—FN|ZT
PR GE, A Y ) —noTHIHIL, &
UBH DT AITHML 2 (W EE:
Y asRb/ A Y J—NlK=65/25/4, viviv).
VAR, o PR S Tl
L, A A HI12-PEG-Glu2C18 (427.6
mg, U0 32 %)% 13-,

2. H12-(ADP)/| i 4o i B i

% iR G IE ¥ (Table 1)% ADP K&k (1
mM, PBS(pH 7.4))"P TARF#(3 br, 1), =7
A b= a B TRIRHE L ((a): 4°C,
(a’),(b)-(d): r.t., (b"): 60°C). ELo%rBELZ THY
8 L 72(100,000g, 30 min, 4°C). & 512, /M
(K3t 2 & v %1 (Sephadex G25) L, #47K
fHICHfF+ 5 ADP 28I ELT
HI2-(ADPY/I (A2 W L 7=, 238, ¥R
18 4FHEIZRESE L 7= HI12-(ADP)/MEEHRIL(D)
Thb,




Table 1 lipid components of H12-(ADP)vesicles

vesicles

components (a) (b) () dy
DMPC ! 5

DPPC - 5 5
DSpCY - - 5
Cholesterol 3 5 5 5
DHSG | | | 1
PEG-DSPE 003 003 003 003
HI2-PEGGW2CIS 0,03 003 003 003
ADP (mM) 1 | 1

Transition emperature (Te): 1) 23 +C, 414, 3) 3540

3. RIBEE H12-(ADP)/) i fh oo g ik

% it 5 5 71 (Table 1) % [8-"CIADP (1.9
mM, 0.25 mL; 1.85 MBq)% &ir ADP K&k
(1 mM, 2.25 mL)IZ TAFI#%3 br, rt), =2
A P N— 3 B THAR S L ((a) 4°C,
(@), (b), (c) rt., (b)) 60°C), & Loor BT THE
B L 7-(100,000g, 30 min, 4°C). H\ T,
[1,2-3H]cholesterol (20 uM, 25 uL; 1.85MBq
in ethanol)Z 45/ A S e LN « il 5
#% (10min, rnt). & /& 8 Ry W % & C
(Sephadex G-25). RI k&4 1537,

4. H12-(ADP)/)M {A o B T R B0 B HH

% i HI12«ADP) /b 2 & (fic. [lipid]=9
mg/mL)IZ PEG K% (My=100 kDa)# i/l
(fc. 10 mg/mL), Voltex i THEfPHE, ~~
7 ) MFICE AL, B0 512,000 rpm,
30 min, r.t) S 47z, PERE L 72/ MaE O RSy
FBYUHR2Y v b LOYFREL, L FOHR
AU > THAR BN Z T L 7=,

PxCxVx10?
2SxLex 10%

Co /Nl (R TE (M)

Le: ViR 2 U b (%)

S: /1B s LRz -0 R (m?)
Vol B i 1R -0 F il (m?)
P: 53 F A T (m?)

Lamellarity: N =

5. HI2ADPYIMAK O (b |V & 00
R O ERP

20 (110 (viv) 3.8% 2 =8+ b Y
L) 2 a0y L C(100g, 15 min, rt), i
(R SE(PRP) % 7=, PRP (2 ACD {&ifk
(15% (v/v))& prostagrandin E, (PGE,, fc. 1
uM)Z 0N, 3804 L(2200g. 7 min, r.t.),
L& B#2: L /-, RCD &ifi(pH 6.5, 7% 1 uM
PGE\)IZ ol X4, [ {EAR BEEf TR 27
#. Hepes-Tyrode £ffifif (pH 7.4)'h T4y
T L C ki /N oy Wik 2 I L 7=

PEFRIL/ M ([PLT] = 2.0 x 10°/uL, 25 pl)
|2 DIOC, s B3 L 7= H12-(ADP)/)M i f4:(a)-(c)
(fe[lipid] = 1.5 mg/mL)# &% L. TRAP-6
(fc. 50 pM)iz TR &Gtk &8, RE
5(10 min, r.t), FA LT LT E F(fe 1.5%)
TEEL. Za—H4A b A—F—%f
Tifn R OHOEPER A WE L1z, AR,
HI2 KAEESHFET LR L=,

6.t/ NEESE A BTV /s HI2-(ADPY/ SR
@ afi i B R (I i RE S fifi

PRP ([PLT]=20 x 10%uLl) (= % fil
HI12-(ADP)Y/ £ (fe. ca. 1 x 107 particles)
I, BEEE%, ADP (fc. 3 pM)IZ T i) i
B AR X, i VREEE A VT A
it FH B S A M T e L7,

fin . M BEER M P IC BT D
HI2AADP) /s B & @ 4y 4 & % L
H12-(ADP)/ MR B (A D IE R BT 57
HIZ, LLFOMIEIZE> TREHER L, &
RE A TIREM B Lo (a i
FFE#: ARSI, M REESE I E #e
Tk, ¥ nTFEe F(fe 0.1% (vv)
{Z THEE L 72(30 min, 4°C), 804l = Tla]
R U e~V » % PBS THEFL, &
a BRSSP (I M) | B, &S 6z afF
AREEHIH(2.3 M)ICHERIR L. Z ok
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e RS FH SRR & o [l T R R TRy
#%, 170 b—AZHOWTHREED R %
fEM L 7=, G172 0.5% (w/v)BSA # & ir PBS
TTauX 7 L%, vHXHEENE
H12 fHifkiz @i, W TEER 10 nm D4 =
1A FEEREY X RF Y 1gG TR IR S
i, BifEY 7o el L, EREN T
WL,

7. RI {55 HI2-(ADPYMEE 2 Hv - ADP
Kt S fl e ik
6. & [A RAIF(37°C) I C /) Ha ik e 35 2

To7, 5 SE#E ., AL LT LT E F(fe.

1.5%) CHEE, 8057 8(10,000 rpm, 5 min,
4°C)l= T/ HBE S A (A L 7=, Solvable
B (2 mL, PerkinElmer )|z T W {bi%,
Hionic Fluor® (15 mL, PerkinElmer %)% i1
Liithke v FL—rardi s — (LSO
IZTHE L7 (1) i Bas s~ Hi v 5A
A (2] AT ADP HHH IR LL F R
[ 11 2 el

(1] Co-sedimentratio of vesicies_ __ B 11
into plateletaggregates (%) Agsi

x 100

Ajac .
o Ban= G {Brac - Crac)
Release of ADP M

(2] from vesicles (%) ~ Avic "
T"I'(B:n- Cynd

x 100

A Aqsc: PRPIZIEIN L 7= %2 Ko ik
By, Buc: ADPHRINGE 123511 DR b
O

~L oy PO R

H#E H12-(ADP)/ o (([lipid]=10 mg/mL)
R L 9 #%(4°C, 37°C, 60°C), # ififd
(Sephadex G25)L T 7 U x—FT /2T
i kL 7= HPLC (TSKGel ODS-100V. 1
mL/min, Ab. 260 nm, ' f§# (pH=7.0) #* ¥

J = = 97/3 (v/v) (TEA 30 mM))IZ THEAF
ADP A E R L, IRTRE() AT A RO
a—)CHIE+ 5 Z & T ADP MaEX BN
LS

9. ifi R T o b A FHV T I i HERY ffl

Wistar ZHEtEZ v MW7 RY—E A, 8
Wi, 230280 g)lc T AL T 7 Y 2F L
Y a— LEER(S mg/mL)A 0, 3 HHIZ
FE RS 5 L (8 50 20 mg/kg), £ 50044
Hv6 10 A H Z i) vkl 7 o R ([PLT] =
19.6 2.6 x 10* /uL) & L THRHEL 7=,

LR 7T WEEE . HI2-(ADP) /M (&
(a)-(c) % JEHRREE S L 72 (A mL/kg), £72, &
FfelfiAk, ADP RNELO HI2-/Mafkd)%
ARREL Uiz, 25 5 orilie, Rk
5 lem DEAIZ2 A4 v 2 e —AB(<2
eT A4 uF o AR ERWGTEH L
(X 25mm, 5 | mm). JR%HA2 M
BRI L, MR & 3 L7,

C. FIRRREVUER
1. I B2
B L B OB E

Table 1 |27+ X 912, A MaEBO Fk 5y
T&H % PC & DMPC. DPPC & %\ E DSPC
ELTHFOHEBIREDENEFIM LT,
PRl 72 A/ fk A W5 Z 28
T & % (M DMPC > DPPC > DSPC @
IHZIE T3 2),

F G NG B (a)-(c) 0 55 B FE 2 ) 0 ((a):
4°C, (b),(c): r.t)L T HI2-(ADP)/IMiia {2
ML Boid @~ ERTE (Lo
LR RAERH LI ZA, R Fh 1
+0.1,1.1402,1.2+02 Felre b MR LR
A IER -2 FTHE T db - 7=(Table 2).

H12-(ADP)/ Mgl {Ed)
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25z, ERIAERZ EHEEAZLITLY
((@): rit.. (b)) 60°C), 92 Fr A4

+ 4 (@), (b)) WA Z
‘r:-:

CEMWRETH o

Table 2 Lamellarities of HI12-(ADP)vesicles (a)-(c).

vesicles Diameter (nm) Lamellahity (<)
(a) 240 + 68 L.1+0.1
(b) 285178 1.1£0.2
(c) 2984107 1.210.2

Ty 240170 19405
(b%) 287183 1.810.3

E b, MR L/ iaidoidE
RUHESAR ) & b MR RO TR 2 2R 5
Ltz o ¥hkbie b HI2 FiikE
oo A FERIZED ., HI2 A4 ek
Fic¥)—ic A AEhTWAs T L LR L
(Fig. 1).
@ . ®

Fig. 1 TEM images of HI2Z-(ADP)vesicles (a)-(c),
(a")and (b'). Colloidal golds show H12 conjugated to
the surface of the vesicles using anti HI12 antibody.
Scale bars: 100 nm.

2. H12-(ADP)/)sa A oo fEAE Al i /]
% w5 G HE AT

DiOC s B3 L 7= H12 ##5 G O(ADP)/M
k% TRAP-6 M|z TiG#E(k S /=i i

i AN N

icifEmL, 7o—H%A A —F—AHFT
FOREEREMEL-L A, WThbE

& L7eh o 1= (Fig. 2). HI12-(ADP)/)Jia {k
(a)-(c) Tl IS PE bl MRz L Tt
HROICESL, ToREERVTRLE
BETH-(Fig. 2), £/, (@)D [E

WOREFLHERF LIz, - T, Bk
OB HOA B ST L L
ﬂ 4 ;:)ﬂuill‘lt{ﬂr’] rf_c"‘:'J — Ef 4’”” Bz
L7,

(]
o,

= e (%]
o o (=]

Fluorescent-positive ratio (%)
o

(=]

(a) (b) (c)
vesicles
Fig. 2 Binding abilities of H12-(ADP)vesicles (a)-(c)
(black column) or (ADP)vesicles (a)-(c) (white
column) toward the TRAP-stimulated platelets.
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L oA, RAEREITN IS%ICEEY,
HI12-(ADP)/ (o) 2 F5hn L 7= 354 4 (Al 2

E T - 7=(Fig. 3),
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Transmittance (%)

Fig. 3 ADP-induced platclet aggregation in the
presence of H12-(ADP)vesicles (a)-(c). (a"), (b"), and
Hl2-vesicles (d).
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(c)) & 4:1 ADP HitH & HI K L 7= (Table 3),
EH1 K2 o ENEE AT 5@), ()
@ ADP HHFEIX, (@)D EFNEHEEL
THSET L1,

ADP)/ L = ADP

Table 3 Co-sediment ratio of vesicles into platelet
aggregates and release of ADP from vesicles.

veilclos Co-sediment ratio ofliposomes ADP release

into platelet aggregates (%) (%)
(a) 95+1.2 S8.8+6.1
(b) 10823 499450
(c) B3+1.1 <0
(n") 11,343 24542
(b") 133410 212469

WNT, M/REERI A ST RV LT L
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% HAE A L T/ RiEESE I Z #5A F hu(Fig.
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N4 ADP # K4 245, Foidtizid g
ENTU N a0 1 sl S Y (IR
e M 75 i < NG Mo b Ay K R
Y ADP BB BRIKT D)2 L E&W SIS
L%,

Fig. 4 TEM images of platelet aggregation involving

with  HI2<(ADP)vesicles (a)-(c) after platelet
aggregation studies. Colloidal golds (arrows) show
H12 conjugated to the surface of the vesicles using anti
human H12 antibody.
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Fig. 5 Stbility of ADP encapsulated into the

vesicles (a)-(c) at the temperature of 4°C (O), 37°C
(), and 60°C ().
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Fig. 6 Hemostatic effects of administration of (a)-(c)
HI12-(ADP)vesicles and (d) H12-vesicles on rat tail
bleeding time. o, platelet count in rats (n=6-10).
*P<0.05 for HI2-(ADP)vesicles or HI2-vesicles

group vs. saline group.
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- 29 -



Byl L 24, ADP RN EAW)
& %o M iR EREfE 2R L, Zild
HI2 [ £ 5 M OB BB LR ThH
5HEEZ NS0, 40 mgkg (23517 5 Hif
L, £ 4 650 + 189, 454 + 100 f)
(Fig. 6).

o T, ADP ALEICAUTE, Hf
HERIE B T R IZA AL ADP Z B
A5 B A P o/ lafk 2 S hud, ki
ExRmETE 52 L% invive [TTHIEL T,

D. &M

(1) HI2(ADPy/Mufk% RI BEfk+ A Z Lz
Lo, m/hHERE YN —L L THA
ADP &t T 5 = &2 & = Tl BBEHE AT
Bl XN AWM A D TRT LB TEL,
(2) L ADP ORI, /Mg oIl
P L g RS M S SRS, IEFEENE A
i < B B L Aoy MR £ ADP K
HiEdm B+ A)Z &GN L,

(3) R{EM D ADP WALEMEAE <. Ho
i/ REEEBE P THE ADP AR E e
T CE R 18 B @S L7
H12-(ADP)/b Rk (b)) 2 #5440, (RifnfE
WA LTESZ L% invivo [CTTHEIEL T,

E. ftHEfpil S
el

F. HFERE
1. iR
(1) Okamura, Y., Fujie, T., Nogawa, M.,
Maruyama, H., Handa, M., Ikeda, Y., and
Takeoka, S. Hemostatic effects of polymerized

albumin particles carrying fibrinogen y-chain

dodecapeptide as platelet substitutes in severely

thrombocytopenic rabbits. Transf. Med. 18,
158-166 (2008).

(2) Okamura, Y., Utsunomiya, S., Suzuki, H.,
D., Osaka, T, and Takcoka, §S.

Fabrication of freestanding nanoparticle-fused

Niwa,

sheets and their hetero-modification using
film. Colloids and Surf A:
Physicochemical and Engineering Aspects 318,
184-190 (2008).

(3) Hl FLa], W4 BT, i ot a
ALl i S ~n7 7 a—F)
EFELEE ~~w F714 2~ 56 (6), 2-5
(2008).

(4) A R, B BCE], YW &k, fum
HEFe. TN/ O3 | Medical Science
Digest 34 (4), 138-140 (2008).

(5) M 3k, WF BT, K _EE, i
ek, TReff: M dvdiiz 2< 59 -/ ek
-1 [ ARl 2 i F25E 19 (6), 774778
(2008).

(6) Okamura, Y., Takeoka, S., Eto, K.,
Mackawa, 1., Fujie, T., Maruyama, H., lkeda, Y.,

sacrificial

and Handa, M. Development of fibrinogen
y-chain peptide-coated, adenosine diphosphate-
encapsulated liposomes as a synthetic platelet
substitute. J. Thromb. Haemost. 7, 470477
(2009).

(7) Okamura, Y., Goto, T., Niwa, D., Fukui, Y.,
Otsuka, M., Motohashi, N., Osaka, T., and
Takeoka, S. Fabrication of free-standing
albumin-nanosheets having hetero-surface. /.
Biomed. Mater. Res. A 89A, 233-241 (2009).
(8) Okamura, Y., Eto, K., Maruyama, H., Handa,
M., lkeda, Y., and Takeoka, S. Specific

accumulation  of  iopamidol-encapsulated

phospholipid  vesicles carrying fibrinogen

-30 -



y-chain dodecapeptide to vascular injury using
computed tomography. Nanomedicine (2009)
submitted.

(9) Okamura, Y., Fukui, Y., Suzuki, H., Kabata,
K., Handa, M., lkeda, Y., and Takeoka, S.
Disk-shaped biodegradable nanosheets carrying
fibrinogen y-chain dodecapeptide and their
enhanced effects of platelet aggregation as a
novel platelet substitute. Bioconjugate Chem.
(2009) to be submitted.

(10) Okamura, Y., Katsuno, S., Suzuki, H.,
lkeda, Y., Handa, M., and Takeoka, §.

Controlled Release of adenosine diphosphate

encapsulated liposomes carrying fibrinogen
peptide aggregation-
dependent  manner. J. Controlled  Release
(2009) ro be submitted.

(11) Okamura, Y., Eto, K., Maruyama, H.,
Ikeda, Y., Handa, M., and Takecoka, S.
Biodistribution  of

y-chain in platelet

fibrinogen  y-chain
dodecapeptide-coated, adenosine diphosphate-
encapsulated liposomes. Nanomedicine (2009)

to be submitted.

2. FRBR
(1) Okamura, Y., Takeoka. S., Mackawa, I., Eto,
K., lkeda, Y., and Handa, M. Hemostatic effects

of liposomes carrying fibrinogen y-chain
dodecapeptide on the surface and adenosine
5'-diphosphate inside as a platelet substitute.
The 13th Meeting on Thrombosis and
Rheology at Tokyo, Japan (2008.3.).

(2) Okamura, Y., Eto, K., Handa, M., lkeda, Y.,
and Takeoka, S. Development of liposome-
based platelet substitutes having an excellent

hemostatic ability amplified by releasing

adenosine  5'-diphosphate in  the platelet

aggregates. |lth Liposome Research Days
Conference at Yokohama, Japan (2008.7.).

(3) Handa, M., Okamura, Y., Takeoka, S., and
lkeda, Y. Fibrinogen y-chain peptide-coated,
adenosine diphosphate-incorporated liposomes
as a synthetic platelet substitute. American
Association of Blood Banks anual meeting &
Txpo. at Montrial, Canada (2008.10.).

(4) iLEE &7, WA AT, AT R,
B BeE, M O, i HEk, R FE].
[ RF AT F Kt ADP N Y IR/
fa koo oA & LT oo ik dn iERIBE 2h
R % 88 mHALFREFEFES (20083,
H).

(5) iCHE KT, WA BT, e BT, F
Moak, o Hek, KE KE. [R7h s
TF FEEADPH@ Y AT/ Ma ko i)
WY & L TolkmiEREE) HB570E
3 TFFRAZE (20085, flik).

(6) #H ME(=, W W, B KE). TF
TFTHATTF FREGHR Y L/ o — bk
% G R oo BRIRRE I A S557[E M4y T
FTRERKS (20085, Hik).

(7) B0 ¥, WF RS, e BT (&
Wi OWREN KRR DT/ v— FOWE] B
S7lElw S -2 (2008.9., KER).

(8) M+ BBAT, LR BT, M MER, ¥
M a, N E. (iR E Y A —
& L TADPE T % U R Y — A D /R
UE & LT oIk MmAEFFAR) 55140H B A<
e fCE 742 (2008.10., H).

9) [ WA, LiE K, K S, i
ek, H M. TEMAERHET AT
fgvie: ) iREESR %2 R Y A — & L TADP
ZHT B U R Y — LD IR MAEFAE) 531

_31_



(0] H A g ki 2 SR 2 (2008.11., K
).

(10) VCAE B, [ B, &M PES],
B OHER, M & [ FTFA7F FERY
IR Y — Lo AT - 2 85 Ry
FEAERTA ) F531(E A A e 1k i 42 il R
2 (2008.11., FKIR).

G SRR EERE O - B &R
el

- 32 -



B 5 R LB & (BORAIIERE BRI N BORAIRR A%
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