24 3

5
2-
methoxyethyl acrylate (MEA) / 2-hydroxyethyl methacrylate (HEMA) 2-
methacryloyloxyethyl phosphorylcholine (MPC)
TAT B-TG C3a C5a SC5b-9
C3a 2
C5a SC5b-9 MEA/HEMA

TAT B-TG CS5a SC5b-9 HEMA
MEA, HEMA, MPC

MEA/HEMA
V79
MEA/HEMA
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F756-08

NIH ASTM MHLW
3
15 2 ISO 10993-4
ISO/TC194 WG9
0213001 15
3 24 20
8
No.36
5
ISO 10993-4(1992)
ISO/DIS 10993-4(2000) ASTM F756-93 2
24 3
in vivo
in vitro ex Vivo
0301 20
TAT
2002 ISO A FPA
10993-4 (Biological Evaluation of Medical PTT
Devices - Part 4, Selection of Test for 3
Interactions with Blood ) 2006
Amendment
2009 TAT FPA PTT
24 PTT
20 ISO TAT FPA
ELISA

10993-4(2002) /Amd.1(2006)  ASTM
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ﬁ_

4 PF4
o

ADP  ATP
o
B-TG PF4
CBC
CBC

in vitro

C3a CSa SC5b-9

C4 C2 C3

MBL MBL
MASP

3 C3
C3a C3b
C5b

C5b  C6789

B-TG PF4

(O8]

B-TG

ELISA

C3

C3
C5a

C5b6789

Cl

(C5b-9)
SC5b-9

C3a

2-hydroxyethyl
methacryloyloxyethyl

(MPC)

MAC

C3a (CS5a SCS5b-9 3

CSa SC5b-9

ISO JIS

2-methoxyethyl acrylate (MEA)
(HEMA)
phosphorylcholine

methacrylate



Polycarbonate PC 34mme@
MEA : HEMA
0% :100% PHEMA  25%:75%
M25H75  50% :50% MSOHS50  75%:
25% M75H25 100%:0% PMEA 5

MPC

0.lmm

Lipidure
1 wt% MeOH
100p L 4000
rpm, 10 sec,
PC
Polyethylene terephthalate PET

MEA/HEMA

1)
23G
21G
5 mL
50 mL 30 mL
final
2U/mL
2)
3 4 2
15 mL polypropylene
6 mL 6

37 2

PP
cm’/ 1 mL

60 rpm
PET PC
MPC
PET PC PHEMA M25H75
M50H50 M75H25 PMEA MPC

PHEMA PMEA
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15

3)
3
CTAD citrate,
theophylline, adenosine and dipyridamole
BD
Futhan Nafamostat Mesilate
final 5
pg/mL) EDTA-2K
3
-30
4)
PBS
7:1
750xg 5
PBS 10 576
540nm ASTM
NIH
MHLW
%
- /
- x 100
5)
TAT
ELISA TAT
micro SIEMENS
6)
B-TG CTAD
ELISA B-TG TMB
Roche

)
C3a C5a SC5b-9



/ EDTA-2K ELISA pH

C3a
MicroVue C3a plus EIA Kit QUIDEL 2)
C5a MicroVue C5a EIA Kit QUIDEL V79 S50cells/0.5mL  24-well
SC5b-9  MicroVue SC5b-9 plus EIA Kit
QUIDEL 4
5)~ ) ELISA
0,
6.25,12.5, 25,50, 100
Zinc
diethylditho carbamate (ZDBC)
3) MTS
.V79 V79 96-well
1% 10" cells /0.1 mL/ well 24
0.ImL 24
1) 48 100
pL  Phenol Red-free MEM 20 puL
V79  JCRB CellTiter 96" AQueous One Solution
V79 10% heat- Reagent (MTS Promega)
inactivated fetal bovine serum ( FBS) 5% CO, 37°C 1
Penicillin-streptomycin Minimum
Eessential Medium (MEM) (GIBCO) 490 nm
37°C 5% CO2-95% air
3-4 0,3.13,6.25, 12.5, 25, 50, 100
final 0, 1.56, 3.13, 6.25, 12.5,
Amphotericin B 25, 50
2) ZDBC
Uv 5 min x 2
PC PHEMA M25H75
M50H50 M75H25 PMEA 4 3
4
6 cm®/ 10 mL
37°C
5% C0O,-95% air 24
100% 2
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.PHEMA PMEA MPC

PET PC
PHEMA PMEA MPC

TAT
B-TG
C3a SC5b-9
C5a

2%
ABS 540 nm
ABS 576 nm
data not shown
ELISA TAT
B-TG C3a CS5a SC5b-9

TAT x BTG x 1050
C3a x2000 C5a x50 SC5b-9 x10
6 TAT B-TG 2
TAT PMEA MPC
4 PET PC
6 PHEMA 8
B-TG PMEA
PHEMA MPC PMEA 2 PET,
PC PC
7
C3a SC5b-9
C3a 2
PHEMA
PET PC PHEMA
PMEA MPC
SC5b-9
C5a ELISA

SC5b-9
PMEA MPC
PHEMA
C5a

PET PC

PMEA MPC
PET PC PHEMA
1.6-1.8

MEA/HEMA

MEA/HEMA

PET PC

PHEMA M25H75 MS50H50
M75H25 PMEA MPC

0 2
TAT
B-TG
C3a C5a SC5b-9
2
2%
ABS
540 nm ABS 576 nm
data not shown
ELISA TAT B-TG C3a C5a
SC5b-9

TAT x10 B-TG x420 C3a x 300
C5a x60 SC5b-9 x20 8 TAT
B-TG TAT

TAT B-TG



MEA/HEMA MS50HS50
M75H25
9

C3a
2
PET PC MEA/HEMA

MPC

PHEMA

C5a
M75H25 PMEA MPC
M25H75 MS50HS50
PHEMA
PHEMA

PET PC
C5a
SC5b-9
MPC PC
M75H25 PET MS50H50 M25H75
PHEMA PHEMA
34

PMEA

.V79
V79

PC PHEMA M25H75
M50H50 M75H25 PMEA
100
10 MTS 100
final 50
11 MTS
96 well
0.1mL 100
24 48

data not shown
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TAT FPA B-TG
PF4 C3a C5a SC5b-9

ELISA
ELISA
CTAD
EDTA Futhan
ELISA
1
PP
3-4
mL
in
vitro
2
TAT B-TG C3a
C5a SC5b9 5 2

TAT



6.5 PMEA 3 f#~PET 9
2
PET PC
PHEMA PMEA MPC
TAT
PMEA MPC PET PC
PHEMA
B-TG
PMEA MPC
C3a
0 2
PET PC
PHEMA PMEA MPC
PHEMA
C5a
PMEA MPC
PHEMA
SC5b-9
PET PC
PHEMA PMEA MPC
PHEMA
PMEA MPC
PC PET

MEA/HEMA
5
C3a TAT B-TG Csa
SC5b-9 MEA/HEMA

2 TAT B-TG
PHEMA M25H75 MS50HS50 M75H25
PMEA
M50H50 M75H25
§]
C5a SC5b-9 PHEMA
M25H75 M50H50 M75H25 PMEA

PHEMA M25H75
M50H50 M75H25 HEMA

TAT
B-TG C5a SC5b-9 4
C3a
3
C3a C5a SC5b-9
C3a
C3a-desArg  ELISA
MEA/HEMA
PMEA,

PHEMA, MPC



MEA/HEMA MPC

. TAT
.« TAT B-TG

+ C3a CS5a SC5b-9

« C3a 2

+ CS5a SC5b-9

+ MEA/HEMA

TAT B-TG CS5a SC5b-9 HEMA

MEA HEMA MPC

MEA/HEMA

V79
MEA/HEMA

Usami M., Mitsunaga K., Irie T., Miyajima A.,
Doi O. Proteomic analysis of ethanol-induced
embryotoxicity in cultured post-implantation

rat embryos J. Toxicol. Sci. (in press)

1) Miyajima-Tabata A., Kato R., Sakai K.,
Matsuoka A.: Effects of culture on polymer
biomaterials on the cellular responses to
chemicals. Eurotox 2013 (Interlaken, 2013.9)
2)

35
2013.11
3)
35
2013.11
4)
T
27 ( 2014.2)
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Figure B.1 — The coagulation cascade
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Ebgm (N2 U/mLEST) EHEREENGE cm? /ImLILKR )&, 37°C, 285/, B h
ICHRE (60 rom) 4, ZHBER (LU TORET TS,

|
v v ! v

Rz | oz ms | [ cTapens | | EDTA, Futhantiase |
B IR ST A Titube (FILE CTADS Fitube (BD Futhan(final Sug/mL)/h
(BEF—5) RIZTHMIHIVE) Ok Vacutainer CTAD) ()12 EDTA-2K & #itube (FILEXS
A CMAY ST NEAN, &4 7 EAN, B < 2N EDTA-2K) (i) 2.
BROCRAL, A, [SRAL, Kb, 15minkBE, DB LT WEAN, BOHIC
PBSR(IFHT ke SminkpE. 2,500 x gT20min, AHED RAL. KB, SminkhE,
DEETATESD 1,500 x g T15min, A% it LROREMSIURER 1.500 x gT15min, A UK.
[NRTEEN Lty HRESRL, 30T 1L, -30°CHRTT, _ERESRL, 30CRT.
750 x gT5min. A 27,
MROL, LifE
HE. 2 s .
PBSTH Ma%l;b. Mg RERE ¥l M REF HERNER
576, 540nm®)! il
REEWR. ;tiﬁ ’mfm l
ELISAKIC LY ELISAIZ LY ELISAIZIC&Y
TATA B, B-TGZHT, C3a,C5a, SC5b-9%
Iz,

*GTAD, cirate, tu
®Futran: Nafamos
SASTMIATIZ/L:

e adenozne and cipyndamole (B/NEMAR M)
=)

Mesdate ({
A 1. NIHE TH2S 25 AV, MHUWEE TR MR, AL /A S MR, RIS

&5 MiEES RO Rk 7 A O H

&K1 FRARICEIHEME

ABS (576nm) mean e
— FmE (%)

PBS DDW
0 time (no sheet) 0.035 0.895
no sheet 0.033 0.995
PET 0.036 0.26
PC 0.033 0.00
PHEMA 0.034 0.05
PMEA 0.034 0.05
MPC 0.030 0.00
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ng /f mL

ng/ mL

ng / mL

i SEETAT)! /MR (RTG) %

701 6000 !
601 5000 1
501

_El 4000 !
01 =

2 000!
30!

2000 !
201
101 1000 1 l
g . o).
0 time! no sheet! PET! PC! PHEMA! PMEA! MPC! 0 tima! no sheet! PET! PC! PHEMA!PMEA! MPC!

K6 FlealERICH T2 mKRERTAT) R MM B -TC)DEM

ik c3a) i Fycsa)

2000'! 50!

40!
1500 !
o
E
L= 301
c
1000 !
20!
500!
10!
[ ]
| |
oy = - . LE
0 time! nosheet! PET! PC! PHEMA!PMEA! MPC! 0 tima! nosheet! PET!  PC! PHEMA!PMEA! MPC!
HPR R scsb9)!
2500 !
2000!
1500 !
1000 !
i
500! | |
= ; ,
0time! nosheat! PET!  PC! PHEMA!PMEA! MPC!

K7 PlaalbRICEB(F5414R(C3a, Cha, SC5b-9)DiE ML
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X2 FHARICHITHEME

ABS (576nm) mean

BME (%)

PBS DDW
0 time (no sheet) 0.034 0923
no sheet 0.033 0.965
PET 0.033 0.00
PC 0.035 0.16
PHEMA 0.040 0.70
M25H75 0,035 0.21
M50H50 0.036 0.27
M75H25 0.034 0.11
PMEA 0.035 0.16
MPC 0.035 0.16

&R E (TAT)

500
400

300

200
) I I I
, = W N

& & © G
S & t;* S N
S o & @ FE <
/MR (B-T6)
5000
4000
3000
2000
- I l I
0
A & & b
& & & “‘ & &
e° < \)' «

K8 AHRICH(IZMREERTATRIM/NR(B-TC)DEML
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s (c3a)$

1500 !

10001

ng / mL

HRFR(csa)$
501

401!

301}

ng / mL

20!

101

3000

2500

2000

1500

1000 -

500

B9 AFEERICHTB414KFR(C3a, Cha, SCHH-9)MD;E ML
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% of control
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