TFNTa—TaRLT 4 ) D pKs (3.39IE7 0

FRLT7 4V DfE (4.8) IZHE_THEL, =
WENPLT B FNE~OERPBRBIEZET
LD EEZLND,

D. # #

UEDRERNS, 7 u e BRI A T LE
IO bF s EEREE LG IF AT
NENLEID B RFUNT U VILVEDIEH N,
TENBBEHEE L EZ D EBHLNE R T,
BBRHFEMEIZ OV, BREOERIZL DR
REIRD DN 1288, 38N g% v =L 5
MOETEFNVECERTL L, MMITETTHZ L
Bohole, T/NT I r—71 bANLRIGIRMLER
I AREEREBRE RNV 0 h, F 2 ITEEIE
BRI OMBILR LAY THH EEILND,

2 DN

1) E. Tsuchida et al., Bioconjugate Chem 10, 82-86
(1999).

2) T. Komatsu et al., Bioconjugate Chem. 12, 71-75
(2001).

3) A. Nakagawa et al., Chem. Lett. 32, 504-505 (2003).

4) T. Komatsu et al., Bioconjugate Chem. 13, 397-402
(2002).

2. BuFREIZL B~ 0 v rHb)/NEED
metHb 4= il

A. THEEEH

Hb RO EENTO A FMUREOEERT
E LT, ZoTEHAEED D 5 kkE (H202
WEZ HITWD, AHFZETid HeO2 HEREZ b2
TAaNe i (AsA) #HVTC in vivolZBIT 5
A Meslz HEg L Lz, &5i0, ZHFEER
PEBTHTH D AT AL (Cys) I2LB A FNE
Ja v rmBErnbiRet Lk,

19

B. BI%E5E
1. AsA % F\ 7z Hb /MEIEED in vivo » M EEN]
1.5 % AT L URRER T, Wistar %7 v b ((KE
#9250 g\ n = O KRIEFHFARIZIFE L7z, Hb /M
& (HbV, [Hbl = 10 g/dL, 20 mL/kg) %##&%5 L7z
. AsA V& (0.1, 0.25. 0.5, 1.0 wt%) % i
#E @REEE 2.1mL/hr) U7z, REEOICHM L
=M% 6 hr F THRIE L7121, #.0458E(12,000
rpm, 5 min), HEiE.LOBE (40,000 rpm, 30 min)
12T Hb /pMNagz it s¥, A MEE%E metHb
(405 nm), deoxyHb (430 nm) DL H B
M U7, £, REMEHIZT AsA IR 2 kR 5 L
7y OMEERMLL, AsA BEZEE L7
(BML iz 4&48),

2. VATAVIEDA PNET R E VORI

Hb /Nafk ([Hb]=1Q g/dL, 20 mL/kg, A kLR
# 30%) 5%, KRERFEIRE 0 AsA (B5&HEE
8.4 mglkg/hr) &3 25 A (Cys, HEHE 0.14,
7.2 mglkg/hy) ZEGERE Uiz, BEFRYICERME,
3—RT7E T I FRMICEY Cys ZRIESHE,
metHb (405 nm). deoxyHb (430 nm) D IEEEH,
Db A MEFEEZEH Lz,

C. BRBLUER
1. AsA Z 7z Hb /N D in vivo A M LHNH
Ty PRBFIRE VAR (v be—A ) B
F U 0.25 wt%AsA HAR (AsA &) 25 L7cRoD
Hb /NMaED A MEEEEE 4 4.9 & 3.6 [%/hr]T
HY, MECEIDRBES o7 T 135410 & 18
[hrl TH -7, 7 v MEN (AsA WIREE-RI#H 3.9
pg/mL) @ AsA JRELIIFIEBRIAR R 2 TN L,
1 RFE % B ILIEIFE—EE (36 pg/ml) L
7z (Fig.83), 2D Z &b, 7 v bOMH AsA REE
OIS T, AsA I L U o HoOg A FE X
272D Hb /MEED A Mesifkl Xz &
Zbhd,



WIZ, AsA BEFEEDOEIZL D A MLEED
MBERM LIz, £/ (2 he—L) RO AsA
®ERE 8.4, 21, 42, 84 mg/kg/hr, ThFh&E5
JEEE 0.1, 0.25, 0.5, 1.0 wt%lZxis) Z#E Lz,
F v MEROD AsA BERSEGHEIKTFET,
BTGB ERR LML, 8 1 FE#Z» 633
—EfEZR LT, Fig. 4 IZRT X510, HREGHEE
BT B ERRED AsA REITIRE5HEEIZHA LT
Wiz, A MMEEEIT AsA B EHEE 84, 21
mg/kg/hr T3z 8.6 %/hr &, =2 b — )L
(4.9 %/hr) 1230 LT S80%FRE A MMLBEE 3 &
Nz, 5. AsA ¥ 538 42, 84 mg/kg/hr T,
ay bha—LEEE A MEEEBSEVEE R LT,

T AsA IC X D MEEF O HeOe DIEEIZL D
A MEHIZR & B BB bIc K 2 REDRICLY
BMERENTZbDEEZ BND, o, AsA ¥
Hizk5 Ty MEAN pH, MEFICEFIIRH LN
ol

2.Cys L BA MNET2 VOB

AsA TRIE R 5-(B 53 FE 8.4 mg/kg/hr) 12T
Ty MEN AsA BB R EHEICR o EE, Ty
hKEBEEIR L © Cys O#Efx G5 (R 5EE 0.14,
7.2 mg/kg/hy) Z{Tolzk 2 A, Cys REBBEZA
Wiz Hb /NRED A MEER ERT 5 Z & 2 FERR
iz (Fig. 5).

5 30 min %D A MEERIR 45% @I A M
WE 30 %/Mhr) &M A MEDMELE LTz, T,
BGER LIz AT A U /NaENT A - Hb D
LD LS BEMEL, Hb 2 A MLz &
EZzohd,

D. f&#

Hb /Mafkz ke L%, 7TAa/L e BBE 84
mg/kg/hr DFEE TR ETHZ L2 D, $30%D
A MESIRIZBBO b, ZHET A ar e g
WL iF D HeOr BHESNT- D EEZ BN
5, Fio,

O TFEFBREETHIO Cys OHERR
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V A AsA concentration <
<
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Fig. 3 Changes in the metHb percentage in
Hb-vesicles with or without continuous
AsA administration. The plasma AsA
concentration became plateau after 5 hrs.
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Fig. 4 Changes in the rate of metHb formation in
Hb-vesicles in relation to the administration rate

of AsA.
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Fig. 5 Changes in the metHb percentage in
Hb-vesicles by continuous administration of
AsA (8.4 mg/kg/hr) with Cys (O:0.14 or
@:7.2 mg/kg/hr) .



5T, A MEDREIZRDZ EEH LN
L7,

3. FurRHHALEA~EZ o Hb)/MaEE
D B BhER bl

A. THEREB

EMEE Hb W%V VIEE Z o FIEICTHE L
7= Hb /MEAEIE metHb I BE8EALTH DT, Zh
EWMHEIT D ENBEETH D, AR TR, LT
2 L-Tyn) & AV /MafEi Hb OERERR 72
BEE (LMl Bry e Lz,

B. #FsuIE
1. L-, D-Tyr iZ & % Hb &K O H shigg k]

L-, D-Tyr (0. 100, 500, 1000 pM)% ¥hi L7z 5
g/dL Hb #¥#% ([heme] = 3.1 mM, PBS (pH 7.4)
Z 87°C., WFELSE 40 Torr IZTHEE 5 L, BREFH
WY TN ERBRL, VT A R HbHEIZE Y met
LREEH LIz,

2. L-Tyr 87 V7 F FROH Z 7 —EBHRmzhE

H &5 —+¥ (50000 unit/mL). L-Tyr (250 pM)
UM L7z Hb 187G g/dL, (heme] = 3.1 mM,
PBS (pH7.4). H5WI L Tyr 2 &8E T 507
F F(Tyr-Tyr, Tyr-Glu(100, 250 pM))Z ¥ L7
5 g/dL Hb & ((heme] = 3.1 mM, PBS (pH 7.4))
Z 37C, RETICTESL S LERBICY T %
BEE, 7/ A Hb LY met (LREHEH
L7,

3. L-Tyr NE Hb /MO B BhER I 25~
L-Tyr (0, 50, 100, 250, 500 uM)% P94 L7- Hb
/NEEPso 30 Torr) 2 FAB L7, Z D5 g/dL Hb
/RSB ((hemel = 3.1 mM, PBS(pH 7.4)%
FEEOIE 40 Torr, 37 °CIZTIRE 5 L, REEHYIC
SEREBR L, UVvis 227 MUZEIT D 405

nm (metHb), 430 nm (deoxyHb) D W Y& bk 73 & /)
fai&PN Hb @ met {LEEHH LT,

4. L-Tyr W& Hb /MNREOHR TR & 228

10 g/dL Hb /pa#AE (L-Tyr] = 0, 1.0 mM PNa)
LBk T, oxy R, 4CICCTERKREDEE: 3 » A
RIL., met {LREPE L7z, £z, 40C 12T 24
MRER. HAWIE 3TCIZT 24 B B EEL &
H7- Hb /NMalky#kigz 7 4 v —fF&BELTF =
— 7 (cut off : 5 kDa)iz T Hb /A & 438l % 4>
Bt L., DBUEOEIE AT A Qex= 275 nm, Aem=
303 nm) % HIE L7z,

C. BRERUVOEE
1. L-, D-Tyr i2 & % Hb K O B ShEe sl

Hb /A L' Tyr 295 Z & T HbRE(775
a3 L-Tyr BIMEEE OSSN fE S HBEg
fbomf 2 rER I = ([Fig. 6), Tz I 50 %0
oxyHb 2% metHb L725BfE L, i L-Tyr
BIRMARTITN 185 hr THo7=DITxt L, 250
M AR (L-Tyrl/[Hbl=82 mol%) Cix#9 28.5 hr
720 T2 1.6 FFER L7z, LrL, D-Tyr
IR CIIRITFER ko 7z,

2. L Tyr EFVRTF FROA & 5 —BEMNEIR
Fig. 7 lIcrdT L5, aryhr—nr L0 % L-Tyr

CRMARDOHD Tietd 8 hr EE Sh, H 4 T —PIR

35
O L-Tyr

301 @ D-Tyr S
o
o 25
M

20c ®

15 1 | ]

0 8 16 24 32

. [TyrJ/[Hb] (mol%)
Fig. 6 Suppression of Hb autoxidation by

L- or D-Tyr under the Oq partial pressure
of 40 Torr at 37C.
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control L-Tyr  Cat. CTyrCat Ty fyr - Tyr-Tyr Tyr-Glu  Tyr-Tyr
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Compounds and catalase in Swt% Hb solution

Fig. 7 Suppression of Hb autoxidation by
L- or D-Tyr, catalase and L-Tyr-related
dipeptides under aerobic condition at 37 C.

MBATETwiX Il hr BRI, BIZ, W FT—
e LTyr OEFMBETIE= o hr— 0 19
hr SIER S, L'Tyr IR &0 & 7 —EHMRARD
FEIZDRDPHER SN, ZORRLY., L-'Tyrick
% Hb O BEELIHIIA & T —B LIX R 56
WThHorZ RSN, £z, L-TyrL-Tyr XU
L-TyrL-Glu i & % Hb 0 & Bi{LHIE 1580 B
RN T,

3. L-Tyr @ Hb /Mafk o 5 BhERLInEI g5

L-Tyr #N&E L7- Hb /MaE T, /MNadEN Hb
.2 mMIZXT 5 L-Tyr JE OIS B
EEe il 23 e S v7z, L-Tyr SRPNE Hb /Mgl
D Ti2i3#0 12.5 hr THHDIZF L, 500 uM NE
F#(8 mol%) TiL 185 hr £ 720 | Ty 23 1.5 {54
£ L7=(Fig. 8),

& 512 L-Tyr NEIREE % 1 mM(16 mol%) & TH
MERTZD3, Tre DEE 500 phM NER & F%EDHE
ThoTe, ZOREREIY . L-Tyr ® Hb /MafE~D
MNELIREE VL 500 pM 235l Td - 7o, 72,500 pM
L-Tyr N Hb /IMafE % 40 mL/kg TRELTH,
5 &5 L-Tyr BE S LDso @ 1/1000 LLFTH
0., ZEEICETAIMBEIILWEEZLND,

4. L-Tyr A Hb /M ORERER & 2Ett:
10 wt%Hb /MaAE(L-Tyrl=0, 1 mM)% oxy {ED

22

10 I 1 |
4 8 12
[L-Tyr}/[HbJw o) (Mol%)

Fig. 8 Suppression of Hb autoxidation within
Hb vesicles by co-encapsulated L-Tyr under
the Oz partial pressure of 40 Torr at 37°C.

FE ACIKKT 3 yTHEBRELEY T LD 2 M
RT3, FAMESZ OV A MEERIKIZ 0% Th-o
7eoizxt L, L-Tyr WS Hb /MREE 10.2 %, &
PN Hb /MaKIE 24.8 % ThoTz, B, 1R7FE
281D Hb a5 0 LTyr ORISR
AR MNVRAEICRBWTHEER SN 2o lzZ vk,
L-Tyr M@ Hb /MaE O FE R EMERE N T &3
RENT,

16

D. #&#%

L-Tyr 3 Hb O BB LA IHIT RN H 5 2
EMRERR SN, DTyr 503 LTyr 2695
NRPF RCEPRITI N E RSN o T,
B2, L-Tyr % Hb /MafE~HNE L THZE DR ED
RPHEB ST,

4. BU/NMEET NARNEFREITH~E S o B/l
R DOBRFE B DT

A. WFFEERY

Hb /paEBBREZREEZ T 5/ e 7L
(WEEAY 28pm) & BN T2 & & ORI HEE % 5
JEFRN T EERAEAT U, AR ER S K O Hb Bk & b



FTHZ LD FORFMERL T A E A H
M e Uiz, AREFSEIR. BTREREIR (iR KEE
FERAERREE T HE) L oENC K V1T,

B. W5k

Ethylene propylene CO'polymer fF o —7 (F
e 2—7 v 7, FNEE28.1, 28.6 um, BEJE 37.5
um) Fa—7 i’t@ﬁué’ST/V5 WZERE L, ABHEA T
REVE LR E A JE L, Fa2— 71 3E%E
WIRF & L CH=FF BT M) U LERK
(20mM) (38 U CEBA Lo, B3 fafn B 8 s
USP-410 4y ek % A= (ME R &: 500 — 600
nm, 0.2 nm FifE, FRILERGEEERIFEIL 2 fJeEk
ERWT, BUEEAT, BERNE T = o —H
WA T bRk 1.5, 3,5,8, 10em & L7, it
BT lmm/s (2725 & 9 BERE(Y F— " — 2K T)
e L7,

MR AR EE ORIEE, EPIRMERGEENC K 0k
FHEDITESERKEX N L FE7- Hb MafEo ¥
BELIC LV R CRRENRELS 2D Z &M
R L 72 - DT FRFICTHEZ 10 EIRRETT
S THRE, BIZ& W ERTE 5 8 (1213 500 nm %
L 499.6, 499.8, 500, 500.2, 500.4) DEDE
B AT R & IRIMERD oxy B & deoxy
BDANY bV b &0, FRILA(622, 586) % H
CRHENR—2F 4L L, 555 nm & 576 nm D
W SEEE D> B AR ERR A VER U 7=, Hb /Madid el

100 RBC 10HbV54/ 90RBC

Fig. 9.
dispersed in a suspension medium.

thickness of the RBC-free layer increased with the increasing amount of HbVysa.

Flow patterns of HbV5a/RBC mixtures in a narrow tube.
They tended to distribute in the marginal zone of the flow. The

DOFEEN KX, RODEKAOBFELETENE 7 o
7T b C I S AN AN (R e ?ticl’onrt,ab\: &M
HEA L=, L LEFERBEERZ G5
WS HE DL S D & TR ERIS wwaméwo

(R E #EE

RBC: suspended in 5 g/dl HSA, [Hb] = 10 g/dl,
Het =29 - 33.3%, Pso = 28 Torr

HbVasa® suspended in 5 g/dl HSA, [Hb] = 10 g/d],
Pso = 28 Torr

HbVaurs: suspended in HES, Mw. 40kDa
(Kyorin), [Hb] = 10g/dl, Pso = 28 Torr

Hbzg: Hb/PLP = 1/3 by mol, [Hb] = 10 g/dL,
Pso =29 Torr

Hbis: Hb/PLP = 1/1 by mol, [Hb] = 10 g/dL,
Pso = 15 Torr

FRILER & DOIEAHIZ. Hb/RBC (volivol) = 0/100,
10/90, 50/50, 90/10, 100/0 & L 7=,

C. HRBLUVELE
1. K% BN OIR R
Hb /MaE OB A K E < 725100, Mg
MR LIRMERAE ORIl 2R & 525
(Fig. 9). F7= Hb /NMaEITRIFORKITIE S 72
WS, R A IAEARIZ ) — Ay L iR T B AR
T3 T,

28.6 um

100H bV A

90HbVyga/ 10RBC

HbV particles were homogeneously

The RBC-free phase

becomes darker and more semitransparent, indicating the presence of HbV. Diameter of the tube = 28 um;

[Hb] = 10 g/dL; centerline flow velocity = 1 mm/s.



2. W& REh O REFEE

BEREL T A 1 mm/s IZRETHOEE
TEEEEI L7 & = A HbV/HSA ORA SR
T DIZHE, EARPNZFEVRIE S B K L7z (Fig. 10),
Z AU Hb /AR OGRS 3-4 P OFIEL
Y—03 8 LT B0, IRMERDSFE 4 2 8541,
B OWNBELPFIZITREEE D 1 cP F2IE O M8 O 243
FHEL, MBHlEoTHDdEbEZLLINA,
-, MIEEER A2 HES 1245 &, WICHEREN
R L7, B OV Hb IR IRA LB A 0t
PRI T Lz,

3. MRSR 24

BRI E OB EZME L &2 A, RMEKT
VREREOIZED L 10em finvys & 2 A TR
1 60%IZIE T L7z (Fig. 11), —J7. Hb /KD
BELRETHY, MKEIRE LIZHA bIRGE
WA E LWEIER 6oz, A by
7R T m—{E TR A RE Lz & &,
FERIEORE TH O Mk & el L Ti—Hi k&
VVBEE 2k L7723 (Sakai et al.,, Am. J. Physiol.
Heart Circ. Physiol. 1999;276:H553-H562). 4[=]
10g/dL DERER COMRERHERR L 25,
MR & [ OB FERET AR L, —fRMIC,
INER 7 IS ARE RN CEEBR LA R & 22 B &
MBFFENAERL T2 Z Mo TR Y, (& Hb
RIER O 5 TR b D MEINE 2, FEFEEH
OAREERICER L T &+ 25005 5, Hb /)
faf O SE XM EIAE A AR L7220y, Zan i
FLEE PRI & RETHDIHEEND BN
T& 5B,

Hb /Matk sk o g &4 % HES & HSA
T L7254, HbV/HES ZOSE A EW D8
cP F2EE, HbV/HSA (I 3-4cP f25), #EmED KX
MEWE o THNE, L L — B E&M4T
VN SR S R B ORI ) o 7o (Fig. 12),
—EWHETDHIETHEDHENMET LD
EBEZBILD,

50

407

HbVies/RBC /7

307t

HbVyea/RBC

Perfusion pressure (kPa)

S .

Hb,o/RBC

0 20 40 60 80 100
Mixing ratio to RBC (%)

Fig. 10. Perfusion pressure of the HbVys4/RBC,

HbVes/RBC and Hbyo/RBC mixtures ([Hb] = 10

g/dl) flowing in the narrow tube with the

centerline flow velocity of 1 mm/s.
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60 Awvoro §
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Traveling distance (mm)

Fig. 11. Os-release from the HbVyss/RBC
mixture for various mixing ratios determined at
various traveling distances.
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Fig. 12. Effect of suspending media on the
O,-release from HbV/RBC mixture; comparison
of 90HbVsa/10RBC and 90HbVygs /10RBC
determined at various traveling distances.
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< 807 2 g
@ 707 A s %
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70F
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? Hb.s / RBC
501
Hb,, / RBC
40 : - ‘ s
0 20 40 60 80 100
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Fig. 13. (A) Effect of oxygen affinity on the

O,-release from the Hb/RBC mixtures at various
traveling distances: comparison of Hb,y/RBC and
Hb5/RBC of various mixing ratios. (B) Effect of
the mixing ratio, Hb/RBC and HbV/RBC, on the O,
saturation: data from (A) for Hb/RBC and from Fig.
5 for HbV/RBC at the traveling distance of 100 mm.

Hb &K% RmERIZ 10vol %A LT LIRS i
WE M EVIFA S R oo 7oy (Fig. 13).
50vol% g % & Hbay (Hb/PLP=1/3) D& 12 FF
WA IS R EE S < 72 o 72, 90vol %4 2
& PLP 2k 63, BRI L3 L <<
720 10em {7z & = A CHEHEAAFE T 46%I12 5
B L7, Hb & i3 HbO: BIKDIRRIC L 0 | 8

FOREFEDRE T LIEGDOEEZLND, it
77, Hb /MaAEOEEZ B, AR L [F% T

b7, Hb AMaEDKIF N RENTZD
DHRITEN T2 EEZBND,

(T TTRES

25

%iﬁ

OB R E T T VI E NN
Zoum)’f VEARIMER & RS TH Y RAHICHEEF L
ﬁmotGLmL\Hb@mi\%m%&@ﬁém
I U CRE R R EE AR L=, Hb &R T
HbO:z B EDYEHIZ & 0 | Bk ORERRS R 5 R
LiebDEEZOLND, i), Hb/MaEDOESE K
HEREE 1T, RfERE R%CTH -7,

4., ~EZuvr/hakoREC X AFERFE
JiiKEbAR) o E |

A. WIEHA
M L fZE R Y, MEEEC LY MEE
BIKT Lfﬁﬁ B SR IR AR L2 B o 7o AR R A A BE3E X 8

AQTRY Ao Nl o Eﬁlﬁz?'%{ tlarBfE =g 52 EMR%ET
VB TH D, B IMER A~ FE M AR R
BOMPIRAFE S 2 280008 it A s AR
BR &I DRI D NTIRMER S TFE$ I, 1R
EEAGOm LAY TED, I TR %ﬂ%%
EHTHEMMEEBRRREBICHLIBEERRET IV
FooNI AL —TYERL Ly Hb /NS5 8ok C ik i
Ry D2 &L, BRIEOEEFELHATLDT,
EORERERET D, AWFIL. FREBEKRY & Dr
Dominique Erni (Inselspital University Hospital,
Bern Univ., Switzerland) > [/ C3EiE 7=,

r

B. #WF3t5tE

Syrinan Golden Hamster (65 — 85g, $)%& & >
7B — RN 5. (100 me/kg)ts L 0 BRERL . SR
B RICIRE . SR/ N R &/ NER R 0D )T
YRS HERAFEER LIZFig. 14), Z O/
AREHI AN T H AT A8, 202 BF
A SRR U MLR 2 W U/e, - Tl L7
DM IE, (UEIRERE 2 8l L 7z fufi o0 2 232
BTAHZLICd, fE LW miEo ®H % |l
Z (Anatomically perfused tissue, MLFTTEERAKR.



&%k U7= {1l % (Ischimic Part, MK & L=,

BEOREE T, A RSN OB 8 PN i i 4 81
WLz, MERIFIE=F—LETFHUIL7-, LEAN
RO MmEiE N, Rhodamine G T~ L7zH
M EROFEE A B U CHIE Utz MIES T,
77— o Wi EERevoxode CC1, GMS; Keil,
Germany)iZ X 0 #IE L 7=, MifEEMERE D/ Bk
WO MR E L 7 — 8 mm/sec T - 7=745, FEIMLE
MO ML 0.4 — 0.8 mm/sec IZFE TR T LT
AV«

PR DR 5 “fEiEHO Hb /pafkZ sRi
L7=(Ps0 =15, 30 Torr), 2% 6%F ¥ A b T U
% (Dx70, B. Braun Medical,
Switzerland)IZ /7 =¥, Hb R4 7.5 g/dL & L
1z, BEIRZE 13 50 Torr, #EEEE 8.7 cP Th -7z,
Dx70 B COBEIRZELIL 50 Torr, ¥5EIX 2.8
cP Thoi,

NDBAZ =T R T H— L E RS (0.5
mg/min/kg) L TR O RRERZ HERE L=, 10 5
P CEHEIRD © ORI & SHERRD O O 5 & [
(21T 2 7=, Dx70 (n=10), HbV15-Dx70 (n =9),
HbV30-Dx70 (n=9)z %5 L. MiKZZHEN 15%,
30%, 50%ICBIE LIiF R CHIE 21T~ 7, FifEIx
1 & Lz,

Emmenbrucke,

C. HRBIUVHEE

SHENRIC WL, IEREEE RS
mofz, DxT0 BECHEMEARENE L 25108

MERBENMET TS0 T, BIROLBESEDCH
BEp bR & TBbRED @ﬁ%@ﬁT#aw%
NN, MITREREL TV, EFRRNOMEROE
Biidra S EN o7, MREEOE(E Flg. 15 {Z7R
L7, ﬁmﬁim‘fzr‘ﬁﬂ%&mimﬁc:&éa‘%{taiémxo
AN %ﬂﬁ%ﬁ?&iﬁu?ﬁ@t‘ékﬁiﬁ S¥ (WP
Jm«;ucfé& 30%, 50% D & %, Dx70 #£ T 144%,
HbV15-Dx70 # T 166%, HbV30-Dx70 # T 141%
~DEHRNR Oz, ZHiE DxT0 OREEE 2.8¢P %

MAEDREEE( P ) LV & =8, Ll
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Anatomical

. Ischemic
L perfusion

J

Fig. 14. Shcematic representation of the hamster
dorsal skin flap model. One branch of the small
artery was ligated to prepare ishemic part.
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Fig. 15. Microvascular blood flow in the

anatomically perfused (4) and ischemic (B) tissues
at baseline and after stepwise exchange of 15%,
30%, and 50% total blood volume with 6% Dx70,
HbV 15-Dx70, and HbV30-Dx70. Data are given as
a percentage of baseline and are presented in box
plots reflecting 10th percentile, 25th percentile,
median, 75th percentile, and 90th percentile. *P <
0.05 and **P < 0.01 vs. baseline.
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