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Fig. 3 Multistage-connecting extruder.
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Fig. 4 Permeation profile of the HbV with multistage-
connecting extruder.
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2. = F XV UEREORIL
A HE

Hb /Mafko GEEEICBWT, RAEHETH
By R AVRK VYo T AR, LPSE
BIEOMI BRI R THD, LPS 3/hatkd sy
FRCERYAENRS D, REiEER C/hafkz
AIYE(k U LPS % ilfh X8 2 AL sREN LB L A2
B, AT Tk, FEiEtERIONEIZ X 5 Hb /hia
Kooy RV rEREORIERANE TS,
BEFIR O LPS Z3BHIHM L CHEIREZ KD TE
BHEOZYUMZHER, XbICREBER LOLD
2 LPS 2R &M ETH M ok v (B AF
CUREET Hu—R S L) OBERAERE L,
¥, HbBEEDOZ o FRF U UBREEREELT
BHEHE 7 A Z - L AREREICER, M
RBIZLVBREHALNTILE,

B. Fi
1) Ci2Ew0 2 & % Hb /MMatkD v {L

Hb 5> ((Hb]=2 g/dL)200 uL iZ decaethylene
glycol monododecyl ether(Sigma %, Ci2Eio,
0~5.0 vol%) % 800 uL {E&##: L Tl k&, 660
nm OREEBRE LK,

2) CuEn BHREOEE

LPS #iEEE(LPS]=20 ~ 0.01 EU/mL)200 pL
i 2 vol%® Ci2E10 3K 4 800 L Inx THRERE.
CuEwoEEEBEMN 1.6 ~0.05 vol% : 725 L 52
HRAATHRLTH S LAL REFCHIZFELRD &
B& L. Toxinometer(Fyt AL T &7 /L {LEFH
(T %BE L THREREER LT,

3) LPS Bl DR E

a) ¥l Hb ¥A¥%E : LPS #E#EEiE([LPS]=1 ~ 0.001
EU/mL)Yi % % ¥48 Hb #ik((Hbl=2 g/dL)Z Mz
TY ANARBREITV, VLER§EA S LPS #REE
#Re, EULRERE L,

b) BEIEH : LPS E#HE W (LPSI=2 ~ 0.1

EUmMLIC &~ BABEQ.2 gdL)# Mz, HiE%E
ETHMEMME 3 BT~ T LPS A/jaE
(LPS-Vesicle) #FAB L 7=, 2 vol%® CizE10 K
I ZhE2TABEEIEEEY DALIBRELITY,
FRICEIN R 2R DT, £, BN LPS REH 1.0
EUML ORE T CeEwnBEiEE WA TIZREL.
I 0 i A HERR L 7 |
¢) Hb /iR : LPS FEH#EE IR (LPS]=10 ~ 0.1
EU/mL}T &« Hb /PMafk((Hbl=10 g/dL)& M 2.
b) & ERRICPTEE L SRR Y ANV ARBEZITV, |
B & RDT,

4) 4 ok v FEIC L % Hb /Mako LPS R

LPS =¥ ((LPS]=0.1 ~ 0.0001 EU/mL)iZ
Hb/Maf&([Hbl=10 g/dL) % Fh L T C2Ewi&E T
AELE R E. Fo M uty 7ETREAL
¥y 7Y —H 7 A(FEMELR) TR LT
LPS #WR % S Wi, Wikt FRtk, LAL REL
WL CHiCHERARBREICBL, Y {EREE
HE L CEREERD -,

5) BEHET AN F—ITL D LPSBRE

Charged Durapore Filter(Millipore 8, FLE
0.22 pm, HEEHE 12.6 cm)% 2 — 7 L—7HE
L., 74 NVE—FAZ—ICEEHE, B Hb B
(200 mL, [Hb] = 20 g/dL, [LPS] = 1.2 EUmL) %
20 mL Fo@E@ S, ZREOLPS #ER LI,

C. KRERUBE
1) REEEAIC X 5 Hb /Nako gk

CiEw B & 5 Hb /NaEO AL 2 BEE
b CBELEE A, 0.1 vol%DHFMic THE
REBEETARD LR, 2.0 vol% DM TELE
RIS THD LHrERT (5),
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Fig. 5 The solubilization of HbV with C,;E, detected by
the decrease in turbidity.
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Fig. 6 The calibration curves for determination of [LPS]
in the presence of [C);Eg].

Toxinometer I EHFER (0 ~ 200 min) P T,
Cr2E10 IR 0.1 vol%io TR B {EV LPS BF &
TRHTEZ, SHIZHMLTH, AEBRBNIC
BHTETICRHBEORM L L3k b -1,
L7edio T, FEIZEE 5 Hb /Mafko LPS B H
IRAFREIZ, Hb #E 10 g/dL CHEL T 0.1

10

EUmL s #E XN,

Table 1 The dissolution conditions of HbV and the
detection limit of [LPS].

Dissolution condition _ Final  Detection
[CiEre]  HbV dti‘il:;g‘n [C12Eq0] limit
(vol%)  (g/dL) (vol%) (EU/mL)”

5 5 20 2.0 >0.23
2 2 50 0.8 >(.25
2 2 100 0.4 >(.25
2 2 400 0.1 >0.1

D [Hb] = 10 g/dL, #iE

3) LPS EX RO RE

LPS-Vesicle(1.0 EU/mL}iZ Ci2E10 F#k % W0
LTY AVRRBREToR & 2 A 1F1F 100%DE
RERF LD, CEw HEEZEMLEVET
£ 0.6 EUML & 7220, EREIX 60%THo7 (F
2} ®E-T, LPS 3V U IRE 4 FBU ki &
ASHTWE®H, CreEiwo WIKIZ X B/ \afk ol
EDHTLEBERFRIRTH -7,

Table 2 The comparison of recovery of LPS
with C,E |y and without Ci32Eq 0.

[LPS]) Recovery
Sample (EU/mL) %)
LPS-Vesicle + C3E, 1.03 103
LPS-Vesicle 0.60 60.0

LPS BINEBOMBRETIE (F3), £RE L HH
RS 100 25%DEHBE TH -7, FDA KA KF
AT, BERERCAW-RDNEED 4 (5K
DEITRA 100+ 50% LR ORI RE OB
LERZLTED BRI EhE2HBR LT (&
3). ¥z, Hb ERICHBW T REERA ML
PETR <, ERE (0.001 EU/ML) % CERT
T,



Table 3 Inhibition/enhancement testing to
monitor the recovery of spiked LPS in samples.

Sample Spiked LPS Recovery
(EU/mL) (%)
Hb" 1 97
0.1 124
0.01 101
0.004 104+4.47
0.001 121
Vesicle” 10 120
5 103
2.5 116
1.25 92
0.4 1094.6%
HbV* 10 112
1 114
0.4 111£3.77
0.1 107
Hbv* 0.1 103+£21%
0.01 1012217
0.001 117£6.5%

U [Hb] =2 g/dL, ? n=3, ¥ [Lipid] = 1.2 g/dL,
“ [Hb] = 10 g/dL, ¥ Pyrosep method

4 R4 oy SHEICLS HV O LPS &

LPSiX. XM uky 7O AFI L EiinLT
A F R OBKEHEBEERIC L o THRESIZK
EFT53, @7TOBRNPL, Mty AERIZEY
{ERE L - RERITEVCBERH TRV ERENE
B, P OFNALREE B E W HERRE CRIER
#ZTT A, £F, SfAutyFikicLa Hb /Ma
{EORIABRORE R (3& 3). LPS T3S CizE10
DEBEZIT DI 70 <, 100E25%DFEFAA DE
IBTRTE =, Zhid, /51 2ty 7H LPS
ERRMICEE - BETOICmA, SOk
BT & o TREMEGER Ci2Ew R O ERET
kil EBE2 LD,
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Fig. 7 The calibration curve for the determination of
[LPS] and the plots for inhibition/enhancement testing by
Pyrosep method.,

) BBtEHB Y V¥ —IT LB LPSKRE

20 g/dL @ Hb &K TiL 7 4 V# —FHBIBANC 1.2
EU/mL @ LPS 7%, 200 mL #if#% £ T 0.03
EUmL BEEESh T, Zhid, BEHELHE
TE7ANF—ICREFEELFT D LPS iR S
hithEEL b5, LEEHBITH 16 mL/cm? L
L&y, HlE® Charged Durapore Filter 77—
MY oV A 7 (EEM 2.0Tm2) 12X 9, 20 g/dL
O Hb B EF 300 LB TE 5,

D. ¥

HmEEHA Ci2Ew TV VEEE S+ EIMREE
A LS RS iz LY, Hb /iRfED LPS EE
WEREL 2o, Hb K. BEIEE. Hb /MR
OFRMEMLRR T E VT 100E25% D EULRLE S
bhiZ b, LPS EEEOZIUEIER TS
Too ARy FHEICLY LPS 20T ACREX
¥t HAER Ci2Ew 2 5l E4 5 2 & T.LPS
2 EEEE (0.001 EU/Mml) 2»>@EINE CHE ¢&
T, BEREO 7 47 —ick ), Hh R L&
HHEDO LPS 2RI BRETHHRELBO,



B AFT—PBILBA AT ERIH
A B®

M5 INZ oo MaE o A MEUEERTF S L
T, “oTEEREOCEELKE (H,0,) HH
L, HERERGTAHH X 5—-PE#AE L~ Hb
/NEED in vivo BERBR 1TV A MEBES)
RERH LT,

B. Kk
1) Hb 36t L EemeRE (0, . H;0,) DN

A~ LRE 12 uM O Hb 73K E 7713 Hb /N ik oy i
# (pH7.4, 33mM U EREREE) =, 37Cio T
RXYFoHypFH o FordAFo s —F
(XODY& & Y 0,7 % 0.03 pMis, 3 5V M 0.09 uM/s
LD RO RASET H RB LR, 2 4k
TR A~ 7 b L OERIEET- -,

F T~ LFREE 12 pM O Hb /N RS 80K (pH 7.4,

33mM U VERRER) (2. 37°CIT T Hy0, & 12uM,
120 (M IZ2 5 K5 ML TRIGE S, 2 418
THRRIL AT kL OEGRIE & T -7,

2) A& F—FoRMEEERE

B ET—¥ (7 HFikH ) & Triton X-114 & D
BAEREZERS 2SCCRRB L THESB Y-, X
A& BT L 38058 (5000 rpm. 20 min) L7-%.
& (12h) 2T Triton X-114 #FE L7, Vs
ARBRIZTe Y FRES o2 FERELE,

YT —PEE (VB K) REE S L
(37C). BIFRNIIHIR L1-%. I ¥ 5 —VPEM A28
ELl, H#5—EEtkiL, 7 % 5 —PEkE 30%
H0. %K & IRE L HyO, DIRIEHE (240 nm) 73 0.45
225 0.40 (3.45 pmol D Hy0, IZHY) ~Z{k+ 5B
Pl A& BE L7, 1 53R ] pmol @ H,0, 2 k43
AL T—PEElmit b L, 75 —PEHELEH
L7,

3) Hb /RO A HMEERE

i) in vitro B :  MEFEDE 40 Torr, 37°CIZ T, 2
wi%Hb /MR 8k (pH 7.4, 33 mM U > BRiRE
) B & 5 % EREAGIZIRE L . metHb (405 nm) .

12

deoxyHb (430 nm) OWRFEEEL A B A MEEA BH
L7,

i) invivo AR :  Wister %7 v b ({KE# 200g)
= Hb /Miafk (Hb JBEF 2.0 g/kp) #185 Linfk. &
RREOICERM L. 530408 (12000 rpm, 5min) LT
7 Hb /MRIED A MMEEE metHb (405 nm) .
deoxyHb (430 nm) OWKEHNHSEH L7,

C. BRBIUEE
1) Hb 30 & I MRE (0,7, H0,) OFE
Hyp/XOD (2T 0.03 uM/s, 0.09 pM/s DFEE T
RBAESH 0 HRENEN 02 %/min, 0.3 %/min
DEZITHb A MeL (K8, @ O). k.
Hb /MEE TR, AR TRAESEE 0, TS F
ReF@ x4 NMakmO Hb & FIE LAane &
ERESR L7 (M8, A),

0 20 40
Time{min)
Fig. 8 Reaction of O, with Hb or HbV ([heme]=12 uM).

®: Hb + 0,7°0.03 puMJs, O: Hb + O, "0.09 pM/s, A:
HbV + 0,770.09 pM/s

60

SNECH LEREH B 00 10 20 H,0, 2 Hb /)
RREOAKBIZEMLEE Z A, 20min SLAIC
100% £ TA MESEST LDICH L (K9, 4, A),
HZT—EERNDLE Hb MK CIE A Meoik
TRRBIZIWZ Shic (K9, @, O), #->T. 4
KM CRAET HEMBRERED > &, Hb /Mafko 2
MERZEST 2 b DIXEIC H0, THY . B4 5—
EONBIZLD Hb Ao A Meimslcx 3
EEZ BRI,



100

S~ & oo
[T =~ . -

oxyHb(%)

o
o

o

10 20
Time{min)

30

Fig. 9 Reaction of H,O; with Hb or HbV ([heme]=12uM).
@: HbV encapsulating catalase + Hy0,12uM, O: HbV
encapsulating catalase + H;0;120uM, A : HbV +
Hy0,12uM, AGHBV + Hx0, 120 uM

3) BL ¥ 5 —HOERE

HET—ENRLZ R R BRETLED
12, 2.5x104 unit/mL % # 7 — &K ([LPS] > 1
EU/mL) iZ Triton X-114 ZE4& L 25CIZHRT
Ay, ZHICHEEL., H & T —PRAKE~BET
HI AR LAL, KMHEERLZ FREF
EEBRL7ELZA 0.038EUML Thotlr (F 4),
T K bV URIEERED T2, Triton X-114 @
FEMRICHH EhEb0otEZ RS,

Table 4 LPS removal of catalase by Triton X-114

Catalase activity unpurified purified
(unit/mL) (EU/mL) (EU/mL)
2.5 X 1o > 1 0.038

ITCIERT B H 2 T —EEHEORFE TR,
48 BRI 90% DIEMEMHERFL . IZLALETL
otz (10). Hb /MEEZRE LS 5 —
PHRBOREELZHTH DL TSNS,

100i
g st
2
5 60
E
g 401
=
g 20t
[#]
0
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Time (hr)

Fig. 10 The change of catalase activity with time at 37 °C.

3) Hb /pafk D A+ (ki

BESR4yIE 40 Torr (GREFFAIRMICIY) LBITD
A bMEEBERL, Hb /hBaE 1 T Hb /b lafk 2 &9
b Pso BEWE 8 (F5). 3.3 %/Mhe 25 2.3 %/hr 12
BALE (M1, O, @),

Table 5 Characteristics of HbV samples

HbV 1 2 3 4
Pso (Torr) 15 30 30 30
Catalase (10* unit/mL) 0 0 5 6

10
Time (hr)

15 20 25

Fig. 11 Time course of metHb percentage in HbV in
vitro , 40Torr of oxygen partial pressure.

Hb /N 1 A F57—E2RNEIEREI A,
Hb /Mafk 3 Tit 1.4 %/hr, Hb /Maik 4 Tid 1.3 %/hr
&7 0 Hb /a1 0 3.3 %/hr iIHR 42 % E T
TLE@E 11, O, W), £/, Hb/MEf& 3 & Hb /s
Fafk 4 TiE A MEEBEIZEIIR LA o iz,
ALAEVEELE O, OFRHLEETER L
H,0, #%. 5.0x10% univmL ©OF % 7 —FONEIZ L
DIHETE, Hh0,i2 X 2 2 MEXHIZ DLz,
invivo R THWERB 2R 6 I T,

Table 6 Characteristics of HbV samples

HbV 1 2 3 4 5 6 1
Py(Torr) 30 15 30 30 30 30 30
Catalase 1 3 6 15 20
(10" unit/mL)
Hey (mM) 5 - - - - - -

EeEEFE (Ps) 15 Torr @ Hb /MR 2 (112,

13



®. A MEFEH 14hr) . BB I HFF—PHa
Hb /MafssE (12, A, &, O, B, 8 ) TiE, %
BThHDBREL AT A L (Hey)ZNE L= Hb i
1 (12, O, A ME¥EH 11.5h) 10k, 2
MEDEITHIMEI SR, £/, A F¥5—F¥3
1.0x10%, 3.0x10%, 6.0x10%, 1.5%10° & %\ % 2.0x10°
unit/mL @ L7z Hb /NEfE 3~7 TiE, 2 ME®R
50%i272 B E TORMIZF 4 18 hr, 21.5 hr,

29hr, 38hr, 385hr L7420 | BERMD Hb /Mafk 1
B L TERELL 1615, 1.91%, 2.5 f%, 3.3 f%.

3452 MEDEITE B TR (K 13),

Fﬂbw o HbV5
® HbV2 ® HbV 6

5 10

15 20 25 30 35 40
Time(hr)

Fig. 12 Time course of metHb% in HbV in vivo.

Half-life of ferrous HbV (hr)
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20
catalase activity (x10° unit/mL)

0 5 15 25

Fig. 13  Relationship between catalase activity and
half-life of ferrous HbV oxidation in vivo.

in vivo Tfi\ ’\J%EH%@ H202 GDfH_J.GC‘ ﬂfﬁgl:k]—é
FEL TV D H0, A 45 FREABE LT/ NN
D Hb ZAMET2EEZ B NDD, H0, 0 &
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DA MEZMAZDDIZ, in vito L0 BRI
HET—BENETINERD T, HF5—F
EFRETHILCED, A MEEMEIE 3850 F
TR TE, H,0, D¥EEN Hb /NaED A Meo
MHEZADTHHZ LA EenTm,

D. &%

Hb /pRA T, SAAKETRAELE 02 124
FREBRTERVED, 2 MBS 5 EM
BRI EIC HeO: THB - L 2B LI, HF T
—ENE Hb /MEIED in vitro BB T3, H202 3
R D A MEEEOIHE SRS Sk, Hb /Ma
ETHE Hb @ HEEE THR L7 HeOq i3,
5.0x10* unit/ml ORNEL ¥ 5 —FIc L ) =LY
ETCE, Ty MinvivolZBF 28 %5 —FPR4A
Hb /pMafko 2 MEOHETIX, 7 % 5 —PRRNak
D 3fHLA LD 385 hr  THRETE -,

4. BHALS <~ 2FIH L7 Hb /Mak o kg
B
A. By

FAZCETEMR L7 Hb MO 5% #3258
TTRAL, 20ENSHLERBICET2ME %
RHZEEBEME LR,

B. K
1) B

B H R AL 5T # sodium [technetium-99m]
pertechnetate (99mTcQq; 3 6 hr) DA A
K ¥ # % hexamethylpropyleneamine oxime
(HMPAO) D BAS ML NI RN L 7242, Hb /s
R LIRS Ul S EEUE R T 1 RN E .,
B 99mTcOy % 7 VIR R L CHMA =T X4
7

2) tkNEBIRRO 2R
¥mTe-Hb /b i {4 ([Hb] : 9.5 g/dLl) % Male,



Sparague-Dawley Rat @ B KBk 6 & 5

(IlmL/min), ML#Z&(56mL/kg b.wt.& L THEH)
WL T 15vol% (n: 3)B LT 25v0l% (n : B)xE
BCOWTHE L, Hb BIUBEORGRIT
& % 0.80g/kg bwt., 0.53g/kg b.wt & 1.33gkg
b.wt., 0.88gkgbwt EEBEH &7, £, {HHEL
LT Hb 2B LT ARvvhakzER L,
99Te-Hb /a4 58 % H 5 REEIC R
TNEERGOUL), YrFL—-a AT FT
BB L, REE#Z 100% & L THERTO
Hb /MaEnZFREBH L,

F /- o9mTe-Hb /AMEEE RS LT v hEFICE
T EBEBROGH & v 2 A7 CEHEIL (1~20 S
&), Bt Y 7 + 7 = 7 (Medasys, Ann Arbor, MI)
THIRBOERN 5 & ERICER L THIER O
BERE L, 28 OBRIE T 5 A8
Wt L R B o Lo BEERH L,
BE A MM E TR E v W A FHAETT-
etk RFOBBRAERL, SEBT ORSHRE
AR Ui, B 5REOBRRHEE 100% & L
THEMIE~D Hb /NMakosmREHEHE L,

C. BRBIUER

1) Hb /Ma D LS ML: & REE

Hb /NEEOHRE -t B IHD T 22,
9mTe CHAHEAER ORI B R TH - =, ki
BEZHER L7- Hb /MREZ VA Z & T& JHME
ERMERLE LT, GBI TET TS, T
{bZRIL BO%IRE, in vivo TORRHIZ I 57 7o i
SMENELND, 9oTe FEERICHBRATEINTE
D, AAERE ORRERE AR TIE, %oTe EiE
R BEBAAOENBEFESITON PR E
W, Hb /Mafko R A2 E 2 5 2 e, f{EERS
HWINTELZ L, BRICOEFRABRZ RIEL-S
RO LEBERRETH S, 9oTe-Hb NlalEx 5
v B EREG L, SEREEE T ERRRIE
T B LN 9nTe OIFH 25850 555, (FPSEEE
Wi TS FIREREEE AR L.

15

2) Hb /ME ko i 231

15vol%, 25vol%iEG#E3tiz, Hb /Matkof$
AL DHRZEEIL 2 HARTHY . ZHITHENR
F~DOBGAKL L fe B ORALEEICL S &
HEXNAT (A14),
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Fig. 14 Circulation presence of *"Tc-HbV and *™Te-V
as determined by scintillation counting of blood samples.
Open circles; 15% *™Tc-HbV group (n=3), closed circles;
25% *™Tc-HbV group (n=5), and open triangle; 15%
PMTe-V group (n=3).

T5% 6 Bl TOHERELITLEOE ., #
HNER~ORAR L EZ B, Fhliidsain
W&V BUAZEEEL 1/3 1ZIETF, BED Hb /Ma
EOHIETO 15vol%. 26vol%E CORECild
RIS 2 1I5EMBI U4 B SR,
E-Hb ZNE L2VVNEED 15vol%ix 58 Tid
Pt 6 BETHLZ L b, BEE Hb
(40g/dL) ZME &7 Hb /[ afEcix, Aa Hb
PEBHROHBMICES L Ty BRI ERE &
NAHZEBRLNTEST,

3) Hb /MEE DO ER R

vy A1 A ZEHRICIE ., 5 Hb /paEid s O0s
LOWFBICE B Sz, 2o s L O
OMmMET—Mc LA b0 THY, fiid 2BER
LTWaBZ &dbhrd, BRIOKRIZHEY, L
O H SRR A3 U, ATFIERES L O~ & oA
BE LT (E15), BE@REEHTOBR. g~y
hAHIIR Y 6 MR ICHRTICEL, 25% B TR
H# L T 16%BEHOFNE VVEE R L, £/,



AR~ HL Y AL 12 BRER ICBAFCE L. BV
ABEISITERSBICEE IR (B 16), f1F.
Hb #8 L TWigW WK TR~ DY A
HICHBREIRD LRV, BREA~OR Y ALD
FLLSERLE, ZHICL Y e anEsEL
b EEIBND,

? A

Fig. 15 The statistic gamma camera images of whole
body of rats injected *™Te-HbV at (left) 10 minutes and
(right) 24 hours after injection.
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Fig. 16 The percentage of injection dose (% ID) calculated
from the gamma camera image at various time points with
decay correction. {a) liver and (b) spleen. Open circles;
15% *™Te-HbV group (n=3), closed circles; 25%
15% group (n=3).
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#"Te-HbV group (n=5), and open triangie; 15% *™Tc-V
5% 45 R Hb /MaEo &R ik, Hb
SRaEORSEIC LT EICHE, B, M
DML (BT, ZhooBHRITFhLERH
RS mLTHEY  Hb /NEETERBEREZB TR
ME~FEIN, RELUEE L THREENLS S
DEEZOND, £72, Hb 2B L TWARVVNG
ETIIEE~OR Y AABE L LETAZ &0
L, AR Eh Hb /MalEoRE Hb OTEERE
BTOABERAMFIL THWALDLEZI LMD,

Table 7 Biodistribution of *™Tc-HbV and *™Tc-V at 45
hrs post-injection as a percentage of the injection dose.

P Te-HbV

Organ HbV 25% 15%V
(%)
Blood 1799+ 1.09 12.48 +2.40 4,54+ 0.31
Liver 19.18+0.30 19.23 + (.44 2225+ 248
Bone marrow 991 +0.45 9.94+0.68 10.74 % 1.00
Spleen 6.02+034 512+ 0.54 20,59+ 046
Bowel 4.84 + 0.51 4.73+0.32 409+ 1.10
Skin 1.70 £ 0.10 1.69 £ 0.30 1.82+ (.68
Kidney 1.99 + (.06 230+0.10 242+025
Muscle 1.48 £ 0.09 1.63 £ 0.26 0.71 +0.01
Lung 0.81 £0.08 222+046 0.41 £0.06
Heart 0.11 + 0.01 0.10=0.01 0.06 £ 0.01
Brain 0.08 = 0.0f 0.05 £ 0.01 0.02 + 0.01
Testis 0.07 £ 0.00 0.06 +06.01 0.04 = 0.00
Feces 898+ 0.38 10.78 £ 0.49 5.96 = 0.90
Urine 14,94 + 0,52 1732 £0.19 11.13+0.24
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Fig. 17 Changes in mean arterial pressure (MAP}), heart
rate (HR), and hematocrit (Het) during hemorrhagic shock
and resuscitation with infusion of HbV(3.8)/HSA,
HbV(7.6)/HSA, HSA, and SAB. * significantly different
from baseline (p < 0.05), # significantly different from the
SAB group (p < 0.05). t: significantly different from
“before infusion” (p < 0.05).
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Fig. 18 Changes in blood gas parameters during
hemorrhagic shock and resuscitation with infusion of
HbV(3.8)/HSA, HbV(7.6)/HSA, HSA, and SAB. *:
significantly different from baseline (p < 0.05), #
significantly different between the indicated groups (p <
0.05). 1 significantly different from “before infusion” (p
< 0.05).
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Fig. 19 Changes in Ao diameter, arteriolar and venular
blood flow rates, and FCD during hemorrhagic shock and
resuscitation  with  infusion of HbV(3.8/HSA,
HbV(7.6)/HSA, HSA, and SAB. *: significantly different
from baseline (p < 0.05), #: significantly different from the
SABgroup (p < 0.05). ¥: significantly different from
“before infusion” (p < 0.05). @: significantly different
from HSA group (p < 0.05).
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Fig. 20 Microvascular and interstitial O, tensions one
hour after resuscitation from hemorrhagic shock with
infusion of HbV(3.8)/HSA, HbV(7.6)/HSA, HSA, and
SAB. * significantly different from the baseline (p <
0.05), 1 significantly different from the HSA group (p <
0.05).

D. &

Hb /baf/HSA 1o L 284 T2 Hb BRI S
TLOmE, DB MRS AR EREICRES
2w L, HSA BE 5 L v L EIEOES M
RFTH-T, M ERERIT, Hb BE 3.8g/dL
DIFH 1.6 gdL OFE L0 L RUMERB BN E
ShofEmBBO LN, ZOBAE LTI, %
$(a) 3.8g/dL &> Hb /AR 514 G H i Hb
H Tg/dL LEBHERFIN T BT, FEHICEE
LI 5%MHizdhs 2k, (b) Hb /adkidmagmc
Sr#L. MRS BHEEMATAOT, LEEE, &
UGl ~ORFEMR N RETHD | KBETHL+
ATHHZE, 72, () Hb /a4y



