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CMC(7 HF PH)  CMC/PEO(5000 kd) pH 2.7 2.9 80%/20%, 65%/35%  50%/5
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atelet—rich plasma)
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sion studies" , J. Coll. Interface Sci. 164:99—-106(1994)
Ao #43 Pk -7 A
d439 o) =4 2l W] 11
27 3} AN 39
a7 (um’)
1 10- 15 A5E-AF. daa 249 <4
2 15 - 25 T 24l A5 =03}
3 25 - 35 i gaet 950 g 9 Y U gE
WE 9 7))
4 35 - 45 v @At 950 A4 G4 2 9
HHE W&=9 od Y=
5 > 45 AR g AHS FHAA A B
n%ﬂ]o]u}g_ %E‘__




2003-0031480

CMC/PEO B & ]lol| o3t 4% HAd 5l &3

B =4 A2 i 443 4=
(25,000 pm? 3)* (pm?)
100% CMC 95.8+15.3 2.96 +0.37
80% CMC/20% PEO 48.1 £10.9 3.25+0.35
65% CMC/35% PEO 17.8 £4.25 1.57 £0.39
50% CMC/50% PEO 5.25 +£2.67 1.00 +0.00
al J £ XF 2 (n=24).
2 100 % CMC
, 25,000 % 95 :
PEO . CMC/PEO 50%/50%
5 —
, , CMC
/PEO , 50%/50% CMC/PEO
PEO
2: CMC/PEO
CMC PEO (blood coltting)
CMC/PEO
4 24 2.8 kg) (40mg/kg) (xylazine, 8mg/kQg) .
2 % CMC, 0.05 % PEO,50 % H ,O 479 % (balanced salt solution, Lot#SD011089) 0.20m
I 27— , 1/2 . 5 (2.8kg)
. 0( ), 2,6,24,48, 96 ( l.emb .
16ml 3.8% 0.2 ml . 2000 rpm
3~5 , .
Califonia Veterinary Diagnostics, Inc., West Sacram
ento, CA , FDA Good Laboratory Practice Regulation
3
(Didisheim et al., J. Lab. Clin. Med. 53, 866—1959)
4 3 , CM
C/PEO
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CMC/PEO & 3% E7|e] TR EEH A7} (F)

7 H%
_ﬁ'— mp—
A ZHAD 1 2 3 4 5%
0 7.2 7.2 7.1 8.4 7.1
2 - 7.1 7.1 7.1 7.1
6 7.3 7.1 7.1 7.8 7.1
24 7.2 7.1 10.6 7.1 8.0
48 1.3 - 10.3 - -
96 6.2 6.5 6.5 6.0 6.0
* CMC/PEOE F4olA 2 tlx &7,
- A7k SEA ol of Aol et
A58 o]
3: CMC/PEO —
CMC/PEO . CMC(700 kd)
PEO(4400 kd) , pH 4.2 (cast) . (bilayered)

(compatibility)
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— (Hoffman, Blood—Biomaterial Int
eractions: An Overview. In S.L.Copper N.A.Peppas(eds.). Biomaterials: Interfacial Phenomena and Appl
ications. Volume 199. American Chemical Society, Washington, DC. 1982 pp3-38,

). -
(Baier , Human Platelet Spreading on Substrata of Known Surface Chemistr
y. J.Biomed.Mater.Res. 19:1157—-1167(1985), ).
: 10-15 2
35 2 . — " "

45 50 2 (Park , Morphological Characterization of Surface—Induced Platele
t Activation. Biomaterials 11:24—-31(1990), ).

Lin 5 (Lin , Polyethylene S
urface Sulfonation: Surface Characterization and Platelet Adhesion Studies. J.Coll.Interface.Sci. 164:99—
106(1994), ). (Park
The Minimum Surface Fibrinogen Concentration Necessary for Platelet Activation on Dimethyldichlorosila
ne—Coated Glass. J.Biomed.Mater.Res. 25: 407—-420(1991), ).

(M. Amiji, Permeability and Blood Copatibility Prop
erties of Chltosan Poly(ethylen oxide) Blend Membranes for Hemodialisis. Biomaterials 16:593—-599(199
5), M.Amiji, Surface Modification of Chitisan Membranes by Complexation—Interpenetration of Anionic P
olysaccharides for Improved Blood compatibility in Hemodialysis. J. Biomat. Sci. Polym. Edn. 8:281—298(

1996), ). )
, 2 .
) (evacuated contaners, Vac
utainersl {E , Becton—Dickinson, Rutherford, NJ) . 100g 10
(PRP)
95% CMC 5% PEO 1 (side) 60% CMC 40% PEO 2
- (non—irradiated film) A . B
09/472,110 , y — A .
C D 775%CMC 225% PEO . C D . E 10
0% CMC ,
, 200 ¢ ") PRP (observation cha
mber) . PRP 1
- (phosphate—buffered saline, PBS, pH 7.4)
. 2.0%(w/v) PBS 1 . PBS
, 1.5 0.1%(w/v) (Bio—Red, Hercules, CA)
Nikon Labophot f 11(Melville, NY) 40 x
Hamamatsu CCD {E (Hamamatsu—_City, ) Sony Trinitron {E
: 25,000 2 Hamamat
su Argus—10 {f . 12 2
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=
=
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(um’)

Glass

157.3+19.6°

48+0.3

A, side 1

260+54

22+0.1

PEO

PEO
CMC-PEO -

A, side 2 6.2+22 1.2+04
B, side 1 27.9+7.3 24+03
B, side 2 6.0+29 1.2+ 0.1
C 35+1.7 1.0+0.0
D 34+1.1 1.0+ 0.0
62.8+12.4 3.6+04
4 CMC/PEO
PEO .
PEO A C( ) B D(

(non—thrombogenic)

(Renaud, The recalcification plasma clotting time. A valuable general clotting test in m
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an and rats. Can. J. Physiol. Pharmacol. 47: 689—-693 (1969), ).
(Rhodes , Plasma recalcification as a measure of the contact phase activation a
nd heparinization efficacy after contact with biomaterials. Biomaterials 15: 35—37 (1994),

).
(Vacutainers, Becton—Dickinson)
2,500g 20 - . CMC—-PEO
( 20mm)
(TCP) . 12— -
(TCP, Falcon {E , Becton—Dickinson) 20ml PBS 10
PBS
A 95% CMC 5
% PEO 1 60% CMC 40% PEO 2 . B
09/472,110 v Y — A
C D 775%CMC 22.5% PEO C , D

E 100% CMC

CMC-PEO Brown(Brown, Hematology;
Principles and Procedures, Sixth Edition, Lea Febioger, Philadelphia, PA, 1993, pp. 218,
) . , 1.0 ml 0.5ml 0.05M
30
+ S.D . Renaud Rhodes
5
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=73 CMC/PEO BE° o] A&l A& AA 33 Azt

—————y—

' g 449 AA 33 A7 ()
=3 TCPP 6.3 +0.2°
A, side 1 13.9+0.6
A, side 2 17.8+ 0.5
I B, side 1 13.5+0.9
B, side 2 17.8 + 0.6
C 15.3+0.8
H‘ D 15.1 4+ 0.5
E 56+03
— ——— — —————— ——————
b - (TCP) 12—
c + S.D. (n=4)
TCP 6.3 ,100 % CMC(  E) 5.6 .
, PEO— ( A-D)
TCP CMC PEO
, PEO PEO
PEO
PEO . , PEO
4: CMC/PEO
CMC/PEO L

ivingston Research Institute
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1-3 , CMC/PEO
1 /
" (" plug”)
/ L
(constrict
ion) (narrowing)
124~ 2.7 kg (New Zealand White rabbit) 23 (Norco, CA)
(" uUsc") 2 (quarantine). 3
. 20 4 5 (ad libit
um) 12 112 :
(55 mg/kg/ (5 mg/kg), ). Betadine
CMC/PEO 2% 90 % CMC(7HF,
Hercules) 10% PEO(4.4 Md ) .1999 12 27 09/472,1
10 . , pH 3.0 (" SPF 3.0") pH 4.0
(SPF " 40") 77.5 % CMC (7HF)/22.5 % PEO (4.4 Md) 12 27
09/472,110 , 0.0022" 0.0028"
4 x 4 (hemostat) 15
2 mm (cutting edge) (curvature)
1 mm 1 mm
3 cm?
CMC/PEO
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.18
3
() CMC/PEO 6
CMC/PEO A3} B # Qo] E7%e] SE Azt nX & 43k
TE WS 1 2 3 4 At SEM
1 B > 18 9.75 11.0 >18 14.18 1.92
Gelfoam™ 9.08 6.25 2.83 3.0 5.28 1.29
SPF-3 1.50 2.75 1.17 1.33 1.68 0.31
SPF-4 2.50 3.83 3.0 2.53 2.97 0.27
SPG 2.75 4.67 4.0 6.08 4.33 0.60
a o+ (SEM)
(14 ) .
,pH 3 , 0.1 .
1/5 pH 4 .- 4.3
3 , 70 % Gelfoam T —
20% . Gelfoam T
Gelfoam T
pH3 pH4 Gelfoam T 1/3
2/3
pH (acid load) pH
’ pH
, 1/2 1/2

- 22 .
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5: /
, . PA/PO
CO, N,
. ( : " Polyacid/Polyether Foams and Gels and Metho
ds for Their Delivery" , : Mark E. Miller, Stephanie M. Cortese, Herbert E. Schwartz ~ William G.
Oppelt)
6: CMC/PEO
CMC/PEO
Covance Research Laboratories
CMC/PEO (Gelfoam T+ ) Livingston Research Ins
titute
, CMC/PEO Lee—White (Lee—White blood clotting model)
(in vitro)
. CMC/PEO Proceed T (Fusion Medical)
, Proceed T
CMC/PEO . 90% CMC 10% PEO( %)
. CMC Hercules 7THF PEO RITA 4.4 Md
, A 31% , B 34% .1999 12
27 09/472,110 ( )
(1500 ml), (vortexing solution) CMC PE
0] . , 2
(steam autoclave)
30 % w/v  NaCl 13 ml (osmolality) 300 mmol/kg
250 ,15
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(domestic pig) ,

lcmx 1cm

, (tweezer) , l1cm ? (flap)
) ] y 1
(tamponade) . 1
.1 ,
.1
, 1 . " " lcmx1c
(flap) . (0.5 mb)
35 . 7 7
7 Proceed ™ CMC/PEO
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CMC/PEO Ao] X 21 2de] &8 Azl v X = 93

Ad o 3 A %3t x5 o

AA+ EED 1.35 1.65 0.30

A B+ EEN 1.55 1.59 0.28

A BYs 9.23 10.38 2.75

Proceed ™ 2.05 1.49 0.42

g At 8.37 9.12 1.03

- 25 -



2003-0031480

—  CMC/PEO . ,
15% S
( B « A ,
B ( ) 17%
(57
1.
, pH 75 , (PA) (PO)
2.
1 b 1 1 1 1 1
3.
1 , (CMOC), .
4.
l ’
5.
1 , 10 kd 10,000 kd .0 3
6.
1 y ] ’
PEO/PPO
7.
1 , 200 d 8000 kd
8.
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Fe3*  AI%*  cP*

Ca 2+ Zn2+ M92+
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25

5000
99 %
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% 90
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%
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Mn?*

27 -

%

%
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24.
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30.

pH
pH

500,000
pH 7.5

2.0

25

7.5

6.0

(centipoise)
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27 , ' ; , , ,

31.

27 , (CMO), , ,

32.

27 , , )

33.

27 , pH 35 7.5
34.

27 , Ca?*
35.

27 ,

36.

37.

@ :

(b) ,

38.

37 , . , , , (cranial), , , ,

39.

37 ’ ’ ’ ’ 1 ’ ’
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41

44

44

44

44

40.

41.

42.

43.

44,

45.

46.

47.

48.

(salingostomy),

1
, 25 7.5

PA (CMO),

CPS

CPS 10 kd 10,000 kd

PO 200d 8000 kd

- 30 -

(salpingolysis),

’

pH

100%
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53
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55
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44

49,

50.

51.

52.

53.

54,

55.

56.

, 1,5—

57.

58.

59.

60.

CPS CMC
PE (PEO)
CPS 10 29 %
CPS 0 , 3

: , ,1,2,6—

, PEG,
0o % . 30 %
2 30 %
25,000y
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PE 1 90

, RGD

%
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66
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61.

62.

63.

64.

65.

66.

67.

68.

69.

pH

7.5

pH

pH

pH

1/2

(autoclaving), y

5.0

4.0

3.0

pH

Ca?* , Mg?* , Mn?* , Fe3*  Cr3* | zn?*

Ca?*

7.5 ,
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