nTH2-7

15) /MRERZ., THRER/ TFTILTIL-ALESHE
(Z2ERAMRRR ORI RERE BSER
R+ 37 AHES, /20009, B

16) MEEfT. MREZ. THES - TEHEST -
STZNVRNT 4 L HIDRREDEREBE
EATIZ R TEBRALDR. IESom#EbENRS
20009 7 Fig

17y #SRNRF, MRz LRERBCAFTCE
BERXETAEF I 72BN T 2 U EADSE
BEDERET VT I EEEOBRENA. HB50E
SR ENRSE, 20009 FHi ' :

18) 7% MAHE, & MDS, XIIEH BEET, *
HEER /F7NVHEERIAFCIFLOBERS
D VIER/NMEEOFRERE, BOER S FItRS
/2000, 9,7 il&

19) PIIRA, MRz, THESH HHEHEFIZZS
FIWTI - ALDBRTRIE/ BOEESFHES
/2000.9, 7 &

20) HEMB. BRINFE—- AR EZ, THESR K
BHEHICKAT7N T ALADBTRE /B0
TFRERS. 200097 1LUE

2l) ME—F. BHEK BEET, LHAS P
TRV ZAZRBEFHNIBRRE (NEV/OE
2NiRER) OBBETE B8EEE A IRBEES
2000.9.27-29/ CHE T A=ZE(BHE ™)

22) FUE—, BHEK BREMEF. B2HNETA.
WHEE—. THER BMERBE (~NT/OE N
) DHEARRCINTIEE HIsSEEEALR
awF=,2000927-29 UidZ A=ZE(MEA )

23} E. Tsuchida. / "Plenary lecture: Recent progress of
artificial blood project and novel products” / The Sth
Intemabonal Symposium on Blood Substrtutes . 2000.

Nov. 9-11/ Hotel Hyart Regency / San Diego.
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24) S. Takeoka, H. Sakai, K. Tomiyama, K. Sou, and E.
Tsuchida. "PEG-conjugation and deoxygenation enable
long term preservation of hemoglobin vesicles as oxygen
carriers.” (poster) / The 8th Imemationai Symposium on
Blood Substitutes / 2000. Nov. 9-11 / Hotel Hyar
Regency / San Diego.

25) S. Takeoka, H. Sakai, H. Onuma, and E. Tsuchida.
"Synthesis and physicochemical characterization of a
series of Hb-based oxygen carriers: objective comparison
berween cellular and acellular types." (oral) / The $th
International Symposium on Blood Substitutes / 2000.
Nov. 9-11 / Hotel Hyatt Regency / San Diego.

26) H. Sakai, H Hara, A.G. Tsai, S. Takeocka, E.
Tsuchida, and M. Intaglietta. "Molecular dimensions of
Hb-based O, carriers determine constriction of resistance
arteries in conscious hamster
model."(oral) / The 8th Internatiopal Symposium on
Blood Substitutes / 2000. Nov. 9-11 / Hotel Hyatt

Regency / San Diego.

and hypertension

27) H. Sakai, H. Horinouchi, K. Tomiyama, S. Takeoka,
E. Ikeda, K. Kobayashi, and E. Tsuchida. “Influence of
infusion of Hb-vesicles as Q. carrers on phagocytic
activity and histopathological examination of metabolism
in reticuloendothelial systems.” (poster) / The 8th
International Symposium on Blood Substitutes / 2000.
Nav. 9-11/ Hotel Hyatt Regency / San Diego.

28) H. Onuma, H. Sakai, S. Takeoka, and E. Tsuchida.
"Photoreduction of Methemogicbin by Imadiation in
Near-uitraviolet Region"(poster) / The 8th International
Symposium on Blood Substitutes / 2000. Nov. 9-11 /
Hotel Hyatt Regency / San Diego.

29) K. Sou, T. Endo, S. Takecka. and E. Tsuchida.
"Surface medification of the hemoglobin-vesicels bv
spontaneous incorporation of the poly(ethvlenegtveol)-
lipids"(poster) / The Sth Internationai Symposium on
Blood Substitutes / 2000. Nov 9-11 ., Hotei Hyan
Regency / San Diego.



30) XK. Mori, K. Sou, S.Takeoka, and E. Tsuchida.
"Surface modification of phospholipid vesicles with
multiacy! poly(ethylene glycol)(PEG)- lipids and the
effect of molecular weight of PEG."(poster) / The 3th
Inmtemational Symposium on Blood Substitutes / 2000.
Nov. 9-11 / Hotel Hyatt Regency / San Diego.

3INY. P. Wu, T. Komatsu, E. Tsuchida. "Electrochemical
studies of an albumin-heme hybrid as oxygen-carring
hemoprotein.” (oral) / The 8th International Symposium
on Blood Substitutes / 2000. Nov. 9-11 / Hotel Hyatt
Regency / San Diego.

32) T. Yanagimoto, T. Komatsu, and E. Tsuchida.
"Preservation stability of human serum albumin-heme as
an Q; infusion” (oral) / The 8th Internatonal Symposium
on Blood Substitutes / 2000. Nov, 9-11 / Hotel Hyant
Regency / San Diego.

33) T. Komatsu, Y. Matsukawa, and E. Tsuchida. "NO-
binding properties of recombinant human serum albumin
incorporating synthetic heme (albumin-heme)” (orai) /
The 8th Intemational Symposium on Blood Substitutes /
2000. Nov. 9-11/ Hotel Hyatt Regency / San Diego.

34) T. Komatsu, T. Yanagimoto, S. Hayakawa, E.
Tsuchida / Nano-structure and dioxygenation of self-
assembled Lipidporphyrins in Aqueous Media. / The
2000 Intemational Chemical Congress of Pacific Basin
Societies / 2000. Dec. 14-19 / Honolulu.

35) Y. Mastukawa, T. Komatsu, E. Tsuchida, "Reaction
of Nitrdic Oxide with Recombinant Human Serum
Albumin Incorporating Synthetic Hemes. / The 2000
Intenational Chemical Congress of Pacific Basin
Societies / 2000. Dec. 14-19/ Honolulu.

36y A. Nakagawa, T. Komatsu, E. Tsuchida /
iron(IIT)
dertvative incorporated into recombinant human serum
aibumin by LMCT irradiation. / The 2000 Inrernational
Chemicai Congress of Pacific Basin Societies / 2000,

Photoreduction of  tetraphenviporphinato-

Dec. 14-19 / Honolulu.

37) E Tsuchida, T. Komatsu,
Albumin-Heme Hybrid as Dioxygen [nfusion. / The 2000
International Chemical Congress of Pacific Basin
Societies / 2000. Dec. 14-19 / Honoluiu.

"Human Serum

38) HEERER. PNEA. MRz, THEES L
DOVTNFNVFRERDI) EEETRAFINI 7
NPT ) DEREFOECHAREORD
BOHELFELERES /2001.3.28-31 /5

39) MARZ., BIRF. TEERTIINTI A
LMEHEOMRBEREEICEETTALBEODR
/BB ELEBER 200132831 /FHF

40) TR X MRz, THESR/7ONLSE
MEREELATNTICBEEOGR BN
S BR RS ERES, 72001.3.28-31 /HF

F. AR RORBRR
RORIFEHBRH.

) hREsHmoBhEs;  (Kg2000-344458)
B/ R ERNTRRE < ER T30 05FE.

2) THIEBRBIER) (5#H2000-344459)
Hh/MNREDBEBHRS & L THAETZ 3 SRIER.

3) TAESOY 2 /MNEEDRTE

(#5BH2000-175611)
B{EHELAH/NMIEEZEETL TRRERESZN
TEEDHE.

4 "WEEET I T ZNTILT 4 ) S Fe(Il)
BEOGBRTAIE]

(4B T 11-096764, HFBA2000-24797)
FETHEERNLT « | S EBEETORENSF—HO
ZRMEFSTENSEOABHICED, HYTS
BEETHERMBIN T ) L HEENRTT S ER7TS
%o

3 (HETEHEERL 7 ) L BEOKERTSIE.
(AEBAV2000-69558. HHH2000-281693)
HETHRSERFINT Y L EEETTORENT—F O



£ RERTBMBHFROABHFICED, HETS
ERTHSRIIL 7 ¢ ) A BiE~FXT 5 TS
%

6) TAE> by 7H) (HES)
ABRETIIBLWTHRERSHERT I —BLER
boy 7H, —BEERBHA, BLUF—BEER
TR 2 RBET S,

N TRV T )RS (HED)

T ZIRFN MLICEERTH S I SV NE
E-DRALTRREEATINFINEER/TET
F272Z0BNT ) RRENSZAERIN T 2
U REEkE, TOREHE,

8) MHEEMEMENTE2ETIEMF STz R
W7 10248 (B
BEICHEESRENTEL TRETAEXIFT
RAEEBATEZEiICLD, BW-RREMLES
BT 7R 70 ) S 2REBEEE
DEEE,
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BIERS-2 FRRI2EE RERZHARMBIE (BERRERAKER)
SANRAREE
B bR I A AT AR A TR MEARD IS T 545

. ARSI OE NGO I/NMRBIEEEICHTSER

L AES/OENBEOREEEICRTSTFRRN

. ATZOENEEOMRREZEAOER

AEBTQE L BROMBMABIZED D 1 N AFREE
CAE/OEVBRBEPOVAIINAXRELEARIEPRADOEE

W=

SHEHRE MmEAX  LEEFRTFOEES— TR

wREHE ;= disERtFRERZ Y- BIFE
R AR, PR s, TWLE—, BERENS
LigdR+FmEt 5 — HES

HEEE ~EY/OELAAEHDVOARFARERESTZHR LA DPEA-HDV DMm#RS
EDNEEEESHEIIOVWTENLAE, I/MREOHEERZRHLEEZ S, BEEAH120%,
40% & X BICHEV, RANTESOARMKHEME P LA, UL, 25— RMICLS
RANTESH ! i2|3DPEA-HbV O MIAH S 3o 2. DPEA-HOVH 5 WIRERE DPPG-
HbV  %Mmi#f&20%3H 3 0i328%DOFETREL. #E~OXEER/HN L. WTFHOHVT
Ha2 bO—JLich~2-1MEREOSCSh-IMWAEEBEMNA SN, DPEA-HbVH 2 WiZ
DPPG-HbV i &£20%, 40%. 60%OHFETES L. SEREGERCRETERERMN LA, 7
OhOsERY PT) HRSEEMLRTACONBET A HEMASN, 22 hO—jL &
L THLWABAKORS S HRIZA S NN/, DPEA-HLOVIIES{LESES O
T3 AF R (APTD) IoB8WTaAO— I EFBEQORBEEZ LR, LAL,
DPPG-HbVIigE 2 B LAPTTZERL .

A VARECAR L THRYNE FFERERHbEAR (SFH) Z2mBE (60T, 1k
) L. ZEEUCCORBETHINOBE D, vesicular stomatitis virus (VSV) §35.8
log JAEFREMLETHE, LHL, ZEXRBEAT TREFZHDORIEVEI >, —F. COR
BKTTIIA FHOESBIZAEATKEASNAN . EFZBNTS, BEBREKT THMR
QLELHbTIREBENAZ NN, COBRBATOARTIRHbKE /(7 — B LA SN
Mo, SDS-PAGETIZHbLUADEEBRONY KOMDPMA SN, PAFNVAFL LT
N—E BN AN DSFHO T AV ARELAEZT >/, VSVAE.3 leg FELENA
£#T. HIVIZ3.7 log AL E N~ VSVES.] log RELT ZREHET, SFHHOSOD. &
FS5—, FNIFF A2V —FIFO5%LL L OERRERELTHED, Sy F
FLHOTUEEBE TN T, Ll, ZIFFF LYoy y—FEEIZAEMND2%IZETE
Tl AFLTI—HABTHRIRRERNEONE.

1. ATZOE/NEEOM/MMEEEECRTS »SHbV QmERAR-SN LR~ D EEESET
| ZLENBHD,

I EFTIIR % ddipalmitoviphospharidy-
lglveern! (DPPG) 2#mRE o & TSHLY
(DPPG-HDBVY 2t bA/MIMHESIHT2E
SBlEB D2 EERLAE, UL, ERED
DPPG-HbVEZ = v bZZET S Lm/MAE P ER

A, BIREH

NEZTE L NEE (HDY) FAIRFERED
DL THRBEIN, 2miEs 3 v 708BHMEFT IV
CEWTHMENREN TV A, £EBSHORS
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I¥IZEMs, HLLL,5-dipalmitoyl-L-
glutamate-N-succinic acid (DPEA) % HEEERS
ET3HbV (DPEA-HDLV) MEARIN. T k2
BISM/MEBDOEERTIERMRSE. FITS
B, FIL<BEBREINAUDVERNTE bR
RIECHT B8N,

B. MIRAZE
0mlem (FT M=+ bUDLMm Mo5Em
hEMmEE (PRP) Z#EL 7,

1) /AR5 5 DRANTESORE

M/MEEE® (PRP: 1.6X10°/mlL) &DPEA-
HbVZREL (0%, 20%, 40%) . 37T, 604M~7
b1 oFaN—-bLi# 35—%> (1pg/mL)
EIBRWMEERML TAMOA1 o F 2 X— k&
fTo/e. KSHBEMERRL. ELISAICT
RANTESL <)L EBEL /.,

2) p-Seiectin®BMN

M/ (PRP:1.6X10°/mL) &DPEA-
HbVZE&L (0%, 20%, 40%) . 37C. 604
FIN—RLEE, 1%BSFHEILLTILFERT
B@L /e, PBSTLlEIESEL /=%, CD62 PEIESE
k¥ /-1dcontrol lgG PEERH i THREL., 72—
YA F AR —iZTpselectinORE\ELZREL
7.

BANTES (ng/mt)

DPEA-HbV (%)

Bdl. m/MESS ORANTESORBERED
T SDPEA-HBV O EE,
] cotlagen (-) collagen (+)

N =3, mean = SE.
*p<0.05: v.s. HbV 0% collageny-)

1. M/hRp-selectin D EREIZRT 3
DPEA-HbVD EE

DPEA-HbV
0% 20% 40%
p-Selectin | 1106 07203 0620

%)

N =4 mean=SD,

C. MRER
1) B/ S ORANTESOIBRSIZHT 3
DPEA-HbVD R

3 5—% 2 kBFE FIZ BN T /MR & DPEA-
HbVEA > FaR— 32T 5&, BREEEICS
3R LHPORANTESRIZO > b O—Lizk~RT
HRICHDOLA (B1)., 25—~ fRics 3im
NN S DRANTES D R i - 343" 3 DPEA-~
HoVogSiiashian-o7x (A1 .,

2} M/MEDp-selectind BN (3t SDPEA-HOVD
e

m/hMEEDPEA-HbY D37C. 6041 F 2~
— i3 I BM/NEOp—=electin®REBRIZRT
SEBIRSNEN- (FEL) .

D. R

57— 2 HEFET BV T/MME & DPEA-
HbVDA > F a2 RX—2 3 S ic LD RIS L#RD
RANTESIZ Il /MEBMOBEL D MDD LAl &
HREDOTUEIRA S NN~ Z & [I/MEDp-
selectin®RRFICHN T SDPEA-HOV DE®ITA S
NI LM MARICBIT S EERSIE IS
L THEHDPEA-HbVOTZLENTR I N,

2. ANEFQEVNMEEORKESICHTS
Tt

A. BAIR3N

RV —LAEBRAS= O (LEH) &b i
BOA L E2R—2 2 DTk THEOEEEHNS
EFENTS, TITAZSOE L MaEIZB T
HE RS HEEEEENBZ SN AINEMII ST,
DPPG-HbLV ZDPEA-HDV A AV L /-,



8.
MEELOERE S LU TTerminal Complement
Complex

MRAE

{TCC) %&SC5b-9 (sciuble, non-iytic

form of TCC) EIA kit (QUIDEL, CA, USA) (£
TREL 7,

@EA (n=%) HoRMLALEZ, 20%
DPEA-HbV, HRDOERAL72528%

DPPG-

HbV., MNEBOPBSEEHEIL. 37 T, 1R >+
~N—a L7, 15.000rpm 4T, 45 min) OF
LE#%E1/50/n L L/100Ic /RS, Bkt 1T

SCab-9L <V EZREL 2.

C. HiIRER

20% DPEA-HbVLEIZ L - T, WD FF—
I 7%z BT HSCoh-9L ~ILAEmL. DL~
JV36.5~19.7 ug/mLTH - . 28% DPPG-HbV
NBIZBNTH. FRREmMABSHAE (H2) .
HEB 2 BPBSEMO L RJWZ A, 20%DPEA-
HoV#LEETI34.5+1.2f%. 28% DPPG-HbVAET
133.8=1.08T. FEEBRALNAME
(p=0.07, paired t-test) .

D. &%
Alving CRO Y )L— 7 O®ETIE. SC5b-9D 2

20

—
o
1

SC5b-9 (ug/mL)
g

wn
1

Subject

2. NEXOE L NEEASHEICRIEZT
s
[7:pBS [F]: DPEA-HbV (20%)
B DPPG-HbV (28%)

s hO—Ab <) (PBS) i32-10 ug/mLIZH L.
LEH (Y ERBEI7 mM) REBITTI0-30
pg/mLiztal Tha, ¥FxRk+—8 (128) @
mmRiI2-10OBEICH S, FEIOD20% DPEA-
Hbvo ) > ERRERR. $154 mMICHEYT 3,
30 pg/mLicW 2 RERB S HAZh LB OD,
I hO-5l4~106&8mL =, PEG#ER
R DHEDEREENHTES LINTWEA,
AOABLEHE SPEGEfish THna &b, §
HOERIERTNELHRTIRREBEDNS. F#IZ
Fig e I, RIS, BEEEBFEIID
WTITHICRANLHEELEDN S,

3. ARS/OEVMEGONRBEIEAOEE

A. IRAN

ANES/OES /MEERREZ NS LICED, @
BOBRRHNEI 3. THOA, REFMMERTS
ZEMBEENS. RERMIIHLTEDLIRRE
|5 505, DPPG-HbV &DPEA-HbVEH W,
JoharE BN (PT) BLUEHRLEE> T
AT IAF U hME (APTD ZHBRMLA,

B. MIRAZX

it 4% & DPPG-HbV & % WIZDPEA-HbV %220%.
40%, 60%v/vTiESL. HERERNEERTPTS
LRAPTTZRELA. #RBEL T, £EHAE
K. PRBSZRA W=,

C. FRER

PTIZM MR EDRSHENLRTZIDONT, &E
REAGEREL A (B3) . Ll BEOCREICIH
WToHBRAD S Rxh-k. ELREHLR20%
T, BioBREMEOEERA SRS,

APTTIZRBWTHHARLDBEEBDO LR X
. BERMEAGEREL 2 (H3) . DPEA-HDbVIZE
A& LFARTREREOEEEZ L5 LeA, DPPG-
HbViZRER %2 SR S &Sm0 A o,

D. %

PTIRAAERERE, \PTTIINERAEEZRIRT S
EENTVS, PTTIRIEHMTEVERSNAEM
=t APTTTid A it LDPPG-HbV & DPEA-
HoVTELAR s N7, DPEA-HbV EDPPG-
HbV TISMRERMRAZ S 2. REFELRZ-
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210F T,
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0 0% 20% 40% 60%

Reagents/FFP

60
50+
T or
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< 20|
10 -
0 M - Jiif s L - fi
0% 20% 40% 60%
Reagents/FFP

B43. DPPG-HbV R IFDPEA-HbVHUMMSREEEICRIF TSR
[(J:Saline [T}:PBS [i]: DPEA-HbV [ : DPPG-HbV

N =35, mean = SEM,

TR EZBZoND, APTTTIIR GG IC IR
BERAHMES L TW5, DPPG-HbV TEERMA
ERL~0iZ. DPPG-HbV O EBEFEA L D RE
KEWTED, @EAXr— RHBEEZI N0
Lz, —F, DPEA-HbVTiIta > hO—Jb
THL5EREFRTBEERMOBENA SN, /MR
VBN R r— RickIFTEE. #tko
DPPG-HbV L O DiznwEH X SR,

4. "NETQEVRBERTSNIDMMARIZLD
FEL

A. BFIREN
AIRREAREOREE SR AN/ OE L I5H
(SFH) nEeEE=LnEon5-8izid. Y12
ARELE - BREEOQOHAARZLATH S, REFTDN
TVDERMBIZ L BT L AFRBGRICDN
T. ZARU—B{LEAZEBBET TOVSVFRERIC
DWTHREHEL =,

B. ARFA=E

RO EFREOHOTEML . vesicular
stomatitis virus (VSV) 2@l /=, LBHRRE
RRIE, COAXBHRL (3047 . #BEEE0)

Co LR, BEEREL2H S mALE&iT-

oo HABRBRETOIRETICHEBELT. Bz m
BB /-, OEFEOREDVSVBIEIL.

Veroffg 2 Hn/~7S5— 7y trick oRD-,
sMet-Hbid, 72 A MANEF/OESEICE D
FBlL. ANBFOES, KEFONRIRIZONT,
SDS-PAGE, FEIEIkE (EF) THH L=,

C. iIRER

MBMABIIBNTIR., ZREVFCORBLE TV
NOHTH. VSVILS.8 log Ll EFRELLETNAE (F
2) . LAL., ZEBHEKT TiA%Met-HbAHEA L
7= (H4) . —%, COBBLKT Tid%Met-Hbiz Xk
ERELRHSNBN o, SDS-PAGETIZ.
BABRICAT/OEUADY I BNY ED
HBH B WiTHENREEINA (E5) . [EFTIL.
ZREETTMALESREA MEYOELBR S
ELNI3TENERIN-DicHl. COREAKT

2, MBABIZLBATS/OE BEET

VSV RIE{E.
VSV dter (log TCIDs)  Inactivation
Atmosphere (logw)
Before After
Alr 533=021 —0.5* >58
co 35=026 -0 5* >5.0

N=3 mean=SD. *BHERL~
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T

Methemoglobin (%)
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[=]
1

8
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N 55 T e 20

Before After

H4. NE/TE BBOMMAE.,

10

7.5

Hemoglobin {g/dL)
[¢)]

25

10

75 F

Total protein {g/dL)
n
1

25

Betore After

A ARMEB B.AE/OECBE C. 77 REBE

[]: CO (n=5, mean = SD}

SDS-PAGE Air

66 kD
55

36
31

21
14

IEF

s, MBLREFEONE T/ OE L BROES

Air CO- Ferrous

A Ao

A NERTE, B : IOFAT
Ao NESOE Ao
A AT OE AR

Az Ao

EI:Air(n=3,mcaniSD)

TEANTE/O0EOFRERBERS AL - (K

5) o

D. TN

SFHIZEIL 7=VSVIiL, 60C. 1RFHMOAET,
5.8 log A LORELAEETH o /. TANAFK
FEREL TRTIDBRABOAETHIILNA
B, REL. MBRABIZLASNE/OEOR{ER
MABEDHITIE. COBRTILEND . BLE
DI EMSRLFHEIRE, FRRABTHOREEZS
SFHOZEZMHZFmDEFELLTRHTHDHEEX
Shi’x.

5. AES/OQEVBBEPIOANIXFTECE
RR{EMR~OESR

A. BIREN

IR PR M ER A ROSFHIZ A THRIMERD FEL &
LTHRETHS, EPERERITAIVARREDHK
FEOBBRIEZNLETHS. Bicbndbiid.
methvlene blue (MB) OFEHAEKTHS1,9-
dimethylmethylene biue (DMMB)ZRWET T
VARFRBERRBIZZO, AEFaE> (Hb) 2
A 2 % Flovesicular stomatitis virus (VS\)
6.4 log FEEKTELELREL 2.

SFHIZEHOAE T TR <ABEYEARET S,
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#3. DMMBIZ & BSFHF Y 1 )L X DHFTE(L

Virus inactivation (log,,)

Irradiation
{J/em®)
VSV Hv
0.69 33+03 >37=01

DMMB: 2 uM, n = 4, mean = SD.

SLINSOEENTELABBORBEZNTNS
B5E, URY—ARATREROBE, HHD
MREBEWHTBA) v h2% 5, DMMBEAWT
AFELBRBELARO, SFHYOHARLDR

superoxide dismutase (SOD) , catalase
(CAT) , glutathione peroxidase (GPX) |
glutathione reductase (GR) , glutathione

(GSH) ~DESIz2WTHNE, VSVICmE
T ABRETREZGHEERTIINIATH S
human immunodeficiency virus tvpe 1 (HIV-1)
DARFELST> /. IS ITMBICEZ 3N BAT
W, DMMBIZ L 2R EHEL /-,

4. DMMBIZ & BVSVHARTE(L ESFHADE S

No 1.37 J/em®
irradiati irradiation
! aton {%ocontrol }
VSV inactivation (log,,) 0 61203
Met-Hb (%) 1.3+0.1 2001
SOD (U/mL) 43=0.03 45+03
(99.3)
CAT (U/mg protein) 703=16 685=12
(97 4)
GPX (mU/mL) 934=27 38.6=21
(94.8)
GR (mU/mL) 130=13 32=07
(24.7
GSH (uM) 478202 163=06
(96 8)

DMMB: 2 uM, a =4, mean = SD.

B. BIRA&
1) SFHOAR

FROREHLDPE, 2ETOREKTEMLL. Bl
(36,0002, 30 min) L/z. 20, Li#%74 )
F— 022 ym) TRBL. IS5IzRBRE (75
nm) TH@L 7=,

2) xXmu
DMMB#Z Aldrich #£ X O BA L%, SFH 900
pL, U)X & B 100 pl R EE 35 mmOwell
R (MElmm) L, RS F— REREE
(peak 655 nm: midpeak bandwidth 29 nm)
THSH 3.17mW/cm® L7,

3) VSVOBRE

BRERL/=VeroMllg (77U 43I RUVFILBR
B3€) & RPMI T10EREN L1 I Zil%
WL, TCTIRM, &1 L RAEME. 1L 2%
PR, EREH (0.2% agar in RPMI medium
containing 2% FCS) #*i{kmL. 37CT28M. 12
Bl TO®R BHEEREL, RaHE (0.1%
crystal violet in ethanol) T155MoREs,
BHEEREL, KTEREHREBL, F5—r23%L
7.

4) HIVD Bk

RPMI (10% FCS) T3X10°/mL ICHE L 7=M10
MR (b b > NEREBIR) 296757 L — M iziim

(100uL/well) L. 0O LIMERRAMZ L
TAIVAEEBML 728 (100 uL/well) . 5HM.
JTTTHRLE. OB, ML 251 RS2
AAT L, 1000BR/RLRHIVO# & RISS .
FITCHik MgGTREL =, BIEIT
Reed&Muench iz L DEFE L 7+,

5) SFHOWMENME
ANEZOEZDA MERZS 7T A RATSFOE
SHRICRBAE L=, SOD, GPX. GR, GSHOE®R
JCALBIOCHEM#: D7 w21 2w Mz kb HEL
2o CATOEMIZENERTAIEEIC L DHEEL

‘h.
/a

C. ARBRELUER
DMMBYAEI £ 0VSVA1.3 log, Rk i
#, HIVIZS.T log, Bl ERELE N2 (83) , Th
5 D#ERE. DMMBYAEIC & ) HIVIZVSY =
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Fig. 1 Transmission electron microscopy of spleen (a, c) and liver (b, ¢) 1 (a, b) and 7 (c,d) day s after infusion of

HbV (20 ml/kg). The HbV particles are seen in the phagosomes (black arrows) and capillaries (white arrows) both in
the spleen and liver after 1 day. After 7 days, no phagosomes with HbV particles can be observed (c, d). Bars indicate

S um.
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Fig. 2 Hemosiderin in spleen (a) and liver (b) 7 days after the bolus infusion of 20 ml/kg HbV suspension. Berlin
blue stain was performed to examine the presence of hemosiderin. Slight deposition of hemosiderin is observed in
both spleen (allows in a) and liver (allows in b). Bars indicate 100 um.

e

Fig. 3 Lipid deposition in the liver at 3 days after the
bolus infusion of 20 ml/kg HbV suspension. The liver
was stained with oil red O to confirm the presence of a
domain of neutral lipid deposition. Slight lipid
deposition is seen (arrows). A bar indicates 100 pum.
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Fig. 4 Time dependence of MAP and HR after admionistration of rHSA-FeP in Wistar rats (n = 3).
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