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FERBIOCAENL, SDICBBEEa—T 4/ T5Z L L TEB,

BOREAOKEIE LTiX, BERELTHEShB Yy FH, mwAPa
B, = U XVE], BB, WK EBRETONE, Zhbid, YESoB R
FHO O D RNEEFRA. FlIEkEEATHTH XN,

EEEFIICIIER e Fe XY ABBEAR L O ORERE FEHRShDEE
BEHERET 5,

WE o ABRBFEER IO EOREZ PRI AEORERT, #E
= b, BEDER, AEHIWVIIFHEICL-THERY, REBMITIELT
HWERETDHIENTE D, BF., RACHRNERET S84, 0. 001~1,
000mg/ k gffE H, FELIX0. 005~250mg 'k glkE,/H
. —B 1 ~EENCHT TR ET 5,

AFEHA DR M FETREE O T £ 2 IXERAE,. BEPHFCBVNT, FF—,
LYy b, ERE RS =L VU PRy NOWFICRET A ENTE B, Hi
2R, BEARHE IR0 E 7SRRI R —ICRET A Z L BT B, |EFHE
& LTI, BARM E 72 IBIIRPIC ISR & i3 54 5 71, Ml 21888
BEAT HHERENDFET NS, ARFOEMFEEREEOFEE IXBEANL.
ISR, EWPELRFRBIC LYy MR ETRZ LR TR S,
BHEFIRRIC LV Ey MIRET 256, BB OEERN, BER L Rk
T, ERITEERBICRETAZ LN TED, BEFEE LT, BIRNE =X
BUARPICIESS & e i3 55 5 ik, Bl U2 IBEICEA T 5 k7 E s
bhd, HlziE, MBEEREOLI Yy MR E5ET 284, 0. 0001~
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100meg 'k g K& TEOHET, BEROBBEND0. 5~15 0fEich
fe o TRIRPICIRGER 55 5 FIEB%T b5,

AEPFITBNT, BMEEREERICE, BSREERINC O CBERSE RN
BOFRRIZ LY £ U IMBOBERSENS, S bICHBBEERINORM
BROFERICLVAELIBFROBEELE TN D, REHICB VT, BRI,
RRCRRE SHURWAS, BILZIE, DR, Bh. FFIR. BRI, B, /NG, IRERZREN
ZiFbohd, AFEHIT, FF UL, HBEROMRELEEREEO T E71T
BRICEAT A LN TE S,

ARERADIRRRFANL. RFROBRETH o Th, HBVITHR, SAIE 1T
BOkL72 & D B RBUAI OTUHE Gl o Cl 4 7 MR YR L C B PR B RERE T b o C
b IV, FE LIMRFEROBRETH S, BEROFEOBBAERIL, £ R
Y ABRREEA (1) ZAEEREK, VU VEBBEARAEK, 7= BEEIK
8 & DAEBRICHR Sh 2 BERPERGRICHERE L CHRNT 52 LR TE 3,

FE LI, ABHAOISRFANL, BEMAER S L CERMICER ST
HERFRIZE P Y AMFEE (1) 2T LIk VRT3 LT
&5, MARRICHER SN TV DIBSRRERL LTE, Euro—Collins
., UWIR (%4 ViaSpan) ,Histidine—Tryptoph
ane—Ketoglutarate (HTK) & Low potasssi
um dextran (LPD) %, EP—4%%, St. ThomasJ. Co
l1linsy#, Sachsi® Celsiorik BelzeriEhLeHEET
HBILENTED,

FRHADBRRFAIFTOL FuX ABFHERE (1) OREX, BREROEE
DHGE, BE, 0. 001~100mg,/ml, HFELLIX0. 02~20mg
/ml, FVFFEFLLIEFO0. 1~10mg,/mlTh?,

ARADNGEFREFAID p HITEBENICHFR SN AHBICHEETE L, BE.
pH2~8, FELIEpH3~7ThH3B,

AEADMFHFRFANL, S iz, MEEHFRASNBEMA. ZFRH, BEH.
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LA, FRILA, BEAREZEFTLTH LU,

AFEH OBEREAIL. MOEIRSEEHLTH IV, mmﬁgm ye 1T
X~ v BUEERL, ST T —BRER, REMEIEL PR, BosE
Hl, GiEWERERET BN,

REAORHREFAT, FT—0 ol LEBBORERE LTERT2Z L
PNTE D, RERE UTHERATAHELE LT, i LRSI ERICERERT
HHE. Wil LSRR R EER S D FERET b5, ARFEHE DR
AL, BHEFRSOBEBMSBOEERE LTHERTAZ L8 TE 5, BHEF
Wi, FP—20 DESOMBFN. L Emy b DBBOBHEENRNE E
N5, WERRERERERE ISR E LCERT B4, FELIZ0C~
25C, LVHFFELLIZOC~1 0O CITAA LI REECHEET 5,

AR DR RERPER S5 EEE. FICRESHS, Fl2E, D, B,
HTRER, P, B, /ME. ME. K. AR, IRERRENBFONB, FELL
IR ORIFIR E 113K s LCER SRS,

AREHADRA 7 ) —=0 FHEIC IR, RYEDOTNF o BEEEEEME (T
ACEMEEN) £WEL T2 L2k Y, BEEREEDO T £ - IX15%HA
BRI V== T 5T ENTE B,

FCIZ, TNF o EHHEEFEEORER T, WRYEOFETE L OERE
TCOERETNF « BZRIET 5, WRMEHRFET COBEETNF o & &35
WEOHFET COEMTNF o« BE BT 5, TNF o EHHERELE T 54
BRYBEZBIRTHZ LTV, rﬁﬁuﬁ@{i’*ﬁﬁ%@%%it&i%ﬁ%ﬂ%x& J—=
VITTBHIENTED,

TNF o GHHHEREOBIELF BT, HIBRESNT, in vivoEkix
in vitroDEFEEHNAIZLATES, in vitroHlES
BELTL, flZiX, WO99,74006 3E7I3W099,761 41 2I1C5E#H
MmonocyteRFBEMITTHATHP — 1HIENDDTNF o FEBEICT
HEEEEEZRET 25 (25 : Nature 370,218-220(1994)] . LP SAFEL
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7ot MO TNFE o #EHHIN T 2 HEEEZRIET 551 (8% : Lymphokine
Res 8,141-146(1989)] 72 ¥ R%1F bh 3, '

AEHADR Y V) —=2 JHETE, BYRSEEET VBN T, MHTNF
o BEBELTHILICEY, BOEEREEOTHE ILaREE Ry ) —=
VITBILNTE B, ,

FMICIE, BRSBTS IRV T, BE LEZESROFEREo LT
Y FEWMOMTTNF « B%, SBRWELRE L LYoy FNEWE L O
WEEHRG LWL Yy M OVWTHIET S, WRWEELRELZLY
vy FEIZRBIT S TNF o B2, SBRWEEZRE L2V Ly vy M
BIFHTNF o« BEHB LU THHI SN T AHBRYEZBIRTEZLITLY., B
MEERBEEDOTFHELINEEFIEZ A V- I TH 2 LR TE S,

R BRI E O PR S I ERAN 2 A 7 U —= 0 74 55813, B
WETMZBWT, Ly Py NEW DI T % i3 filavedi® (BAL) 0T
NF o &%, HRUWELRE LY Ty MR X ORI E 2 5 L
Lovy M ONWTHIES 5, BBRWEERS Lz v ey FEITE
i7ATNF o B2, W EEHE LRV Yy NEMICBITATNF o &
CHE L THIRl SN TV A BRI E 2 EIRT S Z it kv, EhEEREED
FEHEITBRANER 7 )V —=v 52 R TE 5,

REHDR Y Y —=V THEZBOTER Sh 2BIYIBRBET T VL, HEs
BHEOSBHCHEASNTOIEET L THNIE, BIZRE SR, iz,
DR, . FE. IR, B, R, IRERR E oS ERBOBEEM T T
ATDZ R TES, IFE LITIBMHBEET VEERT S Z LT 5,

VB BEET VICER SN 28T, BICRESh T, /X, Sy b, =
DA, ENVEY b, UFF TEH, P, KR, BYD, UV, U, NARE
— ATRRXI, T=Vby b, FaREEFERTILENTES,

LBy MBI E B R 59 ARHIL, BICBESH T, BEERO
FRAEVLAT, PN & FIRFIC, SRS SER ORI E L5725
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TENTED, HFELLIL, BERLFERIC, EIHERER CERDEL L
VeV MRS T, HRMEOREEMILZ, BICREShRVA, Bl
OB S 0. 5~ 2 ARMICHhE 2RHRRENFE LV, HBRYEOHRES
Bl Ui, SR E T3 BIRPUC S & e I3 5 B H R8T b 3,

MHEZIZBALFOTNF « BOREFIEZ, BIZREINT, AROKFIE
ERHWSZLRTE S, PlAIE, REERIUCREBRT DL IBHTNE o itk
ANBA LT oA ERENRZTDND,

BHEMR2 0. 5~24RMORERT, LYy FEM b MnEE, BAEESE
EDOTNF o HIBAV VI VERRT D Z &8, BNFERESORE 23+
HETHELY,

B OISR (BAL) BHEBCHs TRRT A2 R TEX 3, #l2iE,
BREERFNCTEIHT DL 9%, V=a—VEREBICEAL, AHAEKTRE.
il z Bedd 2 HER ENFET b b,

REEDRY Y —=2 T HETIE, TNF o BEOMIZEH, BALSOEMERE,
Fit/ N EFBMEDOIRAE, Ml ERFEBEOEZEEZHWAZ LItk y, Mg
DM EEREE LTS 5 Z LN TE S, FvNEEBIEDTEER L O
o ERBBEOREIL, LYYy FEICERDE CIE# L P L—Y— %R
B L, mig, FiE#EZIIBALFO M —V—B2HIET I &IcL>THEE
THZENTEDS, EEML—Y—L LCid, #lzE, 12° 1 PET7 LV
TV, SICriZRE RN EEFERTHI LN TE S,

E i

UTICEMEG 22T CARRAL X0 REMICHAT R, KBTI LIZR
EEN3HD TR,

LUT D3RGS X OBAIGCER Lz b8 AR OEMTH B,
fbeémA 83— [4— ((28) —2— [ (2R) —2—= [ (1R) —1—t F
BEVANMNEAN—2—TENVAI RZFN] —4—RAFARVE ) ANV] T
)= 2=RAFNVHNREALNVZF)N) Tx)FY] FuXUR R —F F
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RS- S WV ik

4 0
N\Y/H\N,CHs
: |

H =
0 ;7 0
N \Q

EBRHY 1
EBRGE
5 HZHRLewisTy b (LOMEE. HE300~350¢g) #FF—, L
By PRFTER L. APFTEEMRBEE 1T o 7,
RI—ffiofMHolw, Fr—8mid, X 7% - (40mg 'k g) DF
BEAREGIZ L BRER LT, 0%, AT#HK (oral intubation.
respiratory rate 60/minute. tidal vo
10 jume 10ml1/kg. PEEP 2cm H20. FiO2 0.
4) FTIBWT, UTOX S i N CREMEMH Lz, +7hbb, WEESS)
AL, ~XJ > (1-000U/k g) ELE, 14GHTF—TNEALEN
OEMBIKICEA L, EEBRILOED, ZLETBEL, 0COBBRMERRE (10
Oml/kg) 18 cm H2O0DEHRECTEMENRNSEALK, infl
15 2t e DREETRELRIRIMEL, Difixen—b 1 o c ol L, A5
EDIL, MATEROBREL, REFMHE Uk, A L%, PEROEET,
triming® WALZESERER (50m1) i&, WAEETO 6 K,
4 CCHEMBIRRE Ui, WA LEROWEL, REEHE L, EELBEL
LTHWEz, M., BSRERFER (FF—ICEBEAT 3 BSRMREREET) & LT, i
20 BEABECEEuro—Collin sz, LAWARTIE, (LEWA
(lmg/ml) #28FTHEuro—CollinsiEERAVE,
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Livrxzy MibRRIZ, X7 ¥V (40mg 'k g) OERENREEICE
D REE L7z, ANIHKTFICRNT, UTFO L S 2R CMigMz 2 L, T2
bbb, ERFEIBRICLY, MEEELHH Lz Py MEHM) . cuf f
ing technique#ZAWNT, LROBAEMNLIHEINR - FFelR - EE&
° BXEWA Uk, MIEZEE UMM Uk, HREL 0B LB, BRNET
FEHIRFE OB Lic, RS 3R BICBmME b L—3— 2 LT 25 [ 8
MIET VT I3 7 kB q%, B 3KES 0 45%ICHImK ML —3—2 L
TAICriZfiBFARME L Ok B q 2 BHARL VEE LTz, HEERARERICS
v PREBE S, MR ORI (BAL) ORI, MEEOFMEIT-
10 7o, (LBWABITIE, ABAHAKICER LI LAWADREEKE 3me kg /h
r OEE TRFEIRE 0 SR E Lic, MBHExRER L ORBRRRICIE., REE
DEBEHKREZRE Uiz, {bEWADEIRE ILITEBSHRKORET, BERO
BRIAE %25 4 Ffi)lcbz o T, SYRINGE INFUSION PUMP
ZRV, BEIREY 0. 75m 1,/ h r OFETRHERRS Lz,
15 iR, DTFOLBYTHha,
I. iIPROBALFDOTNEF o &
I 1. BALYOMEERLOHmERE (PR, B, U35k
II1. FPKSEDHERE :
Wet to Dry ratio (W/D ratio) =ffiiBER |THREE
20 1V, AR O RS

Dry Tissue-Plasma ratio (Dry T/P ratio).
MK % ERSh U7 IR ik le iz D25 T oy b

Miglg b=V D251 B2 b
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V. JfifE LRt O

BAL-Plasma ratio (B/P ratio)
JHYEK (BAL) Iml 7=V D2 T Ay T

Mg iml HZV D2 1T Y2 b

I. FREEmRE
MFEBLIVOBALHFDOTNE o BEOEIE
5 96 RvAf S L—hZ, 0. 02% NaN3 (VU EBREEHREK (PB
S) H) T100HF R LEHTNF B/ Zu—FAHfE%2100n 1/ we
1 1%, 4ACT—BUEA Y FaX— 275, TroyF U IEERKR (PBS
HDS5%AFAING) 400 1 TEBEEHR, 7roX U JEEKR400 L
1/ wellZMATACT—HAVFaX— 275, KINKERE, PBS
10 Bip1%AFAINT CE/FRULEFLTAELITER (standard
rTNFa) 2100p 1/ we l 102, 3 7CT2F/AFaX— &(T
9o WICHLIEEEIR (0. 01% Tween20 / 0. 9% NacCl)
T4ERESR, PBSHD1%AFALAINLIT1000 0 FRLIEHTNE o
RYZ7a—FAFEE100u 1 /we 1 1IZ T3 7°CT 1AV Fa—
15 R 2475, WICBEHEEIR T 4IPS, PBSHD1%AFAIALZTL00
O0fZFR LI gG—HRP (horseradish peroxida
se) conjugate®100ul/wel 1%, 37CTI1HRAY
Fa— bEITH, WICTRFEENR C 4 BE%%, 2E (OPD) WK% 100
pl/wel IMACEXRTERIERICT3 OLHMET S, BRBICKGEILKE 1
20 00pl/wellfz, 490 nmTORNESE, 7L — Y —F—ZHNT
HWETD, EVTNVHOTNF ofFElX, standard rTNFa%H
WTER LERER L VEET S,
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B A L OB L O EIMEREE D RIE
BE KBS E, KB =2 —VEBATS, KiZ, BELELED =
2—VEANLT37TCITMRLZ0. 1%UVVlETLVT IV (BSA) S84
ERAMIK S m L 2 KEPICIEA L, £0O%BEET 28E% 4 H# 0 & LTk
O B, TOWHE2EAT, &% 10mLIZTS, 10mLICERERP Y
TNE, SHIEARDETENICEAL, KEIBEEL 1EITo b0 Z2MA T,
£28%10mLIZL, ZThEBAL:T 3,
FERL7ZBALIIEBIZ4CT150X g, 105BBELL, R LM%
1mLOABESERICRES TS, COMBREEKR1IOpLIZ140u LOF=
10 prmaemzclpal, MIREHEREANT, BALTOSAMKES FEMET
THET S, KIZ, A Ay 3TMZAVWTRIRIZTASMEL L, Bk
BAEZERT S, ZOZEREDi f f—QuickP L, FHHREBLIOED
MO ZEMEETICL00~3 00V M5, BONLAEEEL, BAL
HIZHFET Diflas s LTRT,

15 #1
FEREE
ic3 fE AR iR BERE | BRERE | BERRE | fik
ik 5 &8
e o IR B | Euro-Collins % | AEH AWK  i.v. dhr 10
ILEM AR |Euro—Collins k| L&MW A i.v. 4hr 10

& A 3mg/kg/hr
lmg/ml EF)
e ILiES — ABREAK  i.v. 4hr 5

MRS HAE
FFSHE S PR & 3 SPITRE & o0 LS L OIS HE A FREE & (LB & D LhBRIT i,
Student’ s t—tes t&fTV, BRES5%UTDOLDEEE L MK
20 L,
ERIER
FHBHER RBEIC VT, MPRBLUOBHEMBALFOTNF o BITHM LT,
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{LAMARETIE, TNF o ERRBFRBHELAVETETLE (R1BLM2) ,
%7c, BHEIICIIT 5B AL RO B MEREE b LAY AR CILZEI g Shi-
(®3) .

R HERHRBEC VT, PR ROBE (W D ratio) [3HicH
MU7z, (LEHABETIZ, WD ratioDHMIAEICIHShE (K
4) ,

flifstE BRI W T, IREEEE % & b BRICKBT 5 i/ L& F &
DHEE (Dry TP ratio) IZEHIHEMLUE, (LEWARETIZ. D
ry T/P ratiod¥EiEEICHEIhE (K5) .

RS RER FREEIC ISV T, IREEGE & & b BERICKM 5 il b FEE o
B (B/P ratio) IIEHICHEMLE, {LAMWABETIE, B/P ra
t i o DEMIFECIHI S (K6) ,

Fo, REEBERICS ., LB ARETIE, FIENA~OIRMERDOFEA S TH S
NTEY, FEESERINTWAZ RN REhE (®/7)

ULEDRERLY ., LEWAIZ, BHEMOBRER~OWRNE ZIIEERZO LY
‘Emybmw&ﬁmib\%%ﬁ%@ﬁﬁﬁﬁﬁﬁ;é%ﬁ%ﬁ%%%%mﬁm
THZENRENT,

it DR MEEREEICR T 2 MREIXTHETh Y, BER 3 0 5%
FRERIEEFFR R/ S RIFRESE Z V| BN 4 FEE R ICF FERIRER O R X
RIFRENE T 5,

ARFEBT IS 1T B FBAE A R . BV TR O BMEI RS OFEM 5 iR, B 4w
RN BAF RN R E Y — 7 BB AR TRETH B, ET. T
AV —=TTIEBI NN ——F WA Z & T, HEEEEELR b BRI
W3 21845 C & B Bt/ M & @@ i X OVifiE_E BB 0§ 22 SR 23 FTRE
Th D,

IRIER R L EEROBMEMEFEICB T2 TNF a« DBEIX, ZhET—ED
REP/BONTWRP o, FREEREE 2K b BEICKIT 5 L 5Eek i FiE
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ERWERER. TNF o MEERZ2H T 255IL, EMHEEOBRICEN S -
LBRRENT, $Tbh, TNF o MEIER2E T 28511, S 0OBEER
BEFERT I LICLY, BEABEORARIETE B,

Eh, BERFERCEL T, LAYAOHEMCLY, 6 BEORETFTHA
WSS ERICER S hie, Thbb, (LAWAREHT SIMERERIL, &
R O MUK AR © b BRI OBE 2 IR CX B MEMEAH Y, BHEE, mar
ginal graf tORBELVIBRITBVWTKREREERD S,

I 1
UIF DRSS & &8 B 8RR ERIC L B LTz,

&5y ' TR D7V
{bE A 10mg
77 b—2R 125mg
O RN —F 75mg
4 4dmg
ATT VB TET T b lmg
2EE 215mg
BFHI61 2
UTORSZER/T DTNV EFEBEICIVRE L,
5% : BTN BTN
IbEmA 10mg
F 7 p—2R 165mg
D=V AR —F 20mg
A2 5mg
BTN ESER 200mg
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B4 3
UT DR & &H T 5 EER 2 $ I L 0 g Uk,
F5y A&
bamA 0. 2¢g
SRRV ) IV - 97. 8¢
WEN ST 7 4 v 2g
LEE 100¢g
Bl 4
LITFDRG & &88 T 2 EiAl & Bikic L v il LT,
5% &
a=x7 VN 0. 2¢g
BT RY DA 0. 9¢g
5 FAREE K HE
LEE 100¢g
BH 5
UTORS %88 T2 RBHEERIC L VBE L,
5%
fbEw A 0. 1¢g
WALT Y DA 0. 3¢
RERERLK
2EE 100¢g
A5 6

Euro—CollinsKIEWAZImg, /m]DORELRSLIICH
MUT, SRR E AT 5,
EEZE L OF| F R
AFEBA O 1 BRI E O F05 & IR RAS L OFBF & 7 Iie A kid, R
F—, LIz, FREFNF—¢ LI NOmFIRERTAZ LITEY,
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BMEOBEERIC &V 4 U2 HREE & R T E 2 IR 5 = & A
Thb, ARALERTZ 2 LickY, Ao LEERBESERSL. B
B EEORABIE T B,

e, ARFOWBREAR L CHEMEEFEL, BEBEORFICERTS
T LTk Y, B ORI FEREE 2 2R E I35 2 L SRR
Thbd, AERALERTSHZLICLY,. marginal graft (FF—
PO Lz g a £ IO b, ERESRALET, BOMESERL, B
W Z 9 20 EINEY XY Ot ORKERTFREL 725,

S bIT, AFEHADE MBEFETEE QT £ I I308BFR X 0T £ I-i3is s
W L IRERTERIR L OISR R R B L 2 AT 52 LIC kY. FRENEEMT
EHTA IV LLVAmMELEZRERIELNS,

ARADRA Y Y —=2 FHEE, TR ERERREE O iR 0
RECEATH B,

ARHREIE, BATHBEEINZHE2003—-8648 2%EME LTV 2D
NETABREEIC TR CTEESh 5,

FlTH., FEFCRE 2 S0, APMBICEIA ST _CosE3EiL. 31AH
&Y, ThoBMELICEENICESE L UTRASh»2Z DRNELEN B4R
ICREM SN TV DD LRAREE T, APEMECEBRAINS,
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RO
1. = (1)
)
YrYte o
R 0]

b [R, XIIAREIIKBEORBELRL,
RIIKSRE, KEBERE, TI /), ANVAT b, Thrakxy, TEL, TU—AT)L
X, ~NTaT V—)VT AT, ~NTaT Y —NVTIENLVFETIFN, ~Fu
79~w?¢7»%w\?U~w%ﬁ7w%w\7w%w%ﬁ7w#w\79~
WTNXNTETNFN, TENVAI RTNAFN, TAr=, TIV—LERIX

100 — (CH,) ,—A (1E1~40VFhrOEETHY ., AL, (a) ERETF
ILE>TREEL, (b) HRAERFETFICHELRVWVIBIKE bRE~TuFET
ELT, BER BEBIUORMENOEBIINZDRL LD 1EOREFEEAE LT
Th&EL, () HEERRTICHET 2 —F E XM G ORERTFICEL,
xR oTEASH, BLD (d) XUYHEAT B0, £hiF1UEofo

I RBFFICEL, ERTAFAS LEAF VLo TEBS LTV B 2, B
N/ ERFOEBRFEFICEL, EBRTAFAE LAIE T coAc Lo TEBHT S
NTHWTHENEFELIT6 BREER~T ulRERT, ] 2RL,
R2IIIKE, TAFN, TI—ATARL, ~ATaTV—AT )L, 7aF i
XN, V2T NXNTINFRI)NVERITT IV —VERL,

20 QuEKROR (11) ~ (V) »bBTNBEETRT,

76



10

WO 2004/085396 PCT/JP2004/004285

0O
R?

AN
I/ I Y(CHS05H (ID)
R3

O

\/U\T?IIZ\SO;gH (1ID)

R12 R6

\ av)

\HLYb V)

Rb?

(X (I1) Tk,

YiXO, NR7 (R7IZR2L ) £LiXS&ERL,

nikl~6 OWVIFNPOEHEERL,

R2FIARE, ~udy (ZyHhE, HE RE, 9UR) | KBE. N 7ardnR
F, T, =ta, T, TAXN, Traky, TULERY, TN
FBAN, ABRTNVRNVT I ) ETZVERTNANIANT I ) EERL,

R4ZOR® (REJIAE., EBRTNAXNL, TU—N, ~ATFETY—A, T U—)L
TURNERZAT T V—ATAFNVERT, ) ERIINRI°R! (R1OBX
URYMIFA—FEIERRoTWTH KL, TEAKRE, BRTALVEL, TU—
WTNFN, ~TaT Y —=)b, ~"TaT7 V—)VTNVXNVEREIT YV —NVERL,
ELFRYOBLIUR IS T ERFETF L —RITRo TEBShTHTH LW
ATRREBRLTHL, ) THRENBEEZTRT,

X (I I1I)ICBNT,
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RYZIIRBERITIRRUND o —7 I VBOKEETH Y. 2 CHETHEIE
EIIREINTOTHEL, |

ROWEIAR, BT AFN, T =N, ~TaT V=, TIV—ATAFLERX
~NFUT V= LT FLERL,

ZIZRFEL~6 DT VXL, To= LU ERIIT7H VUV ERT,

A (IV) BV,

Ra3ld3KE, TAHN, TI—ATAFNL, ~ATaT J—ATAFN, a7

R, 7 aTINFNANTNAEN, T =N, ~TaT7 ) —VvERZ

a11

R
—(CON H)m1——(C|IH)n1—Ya
(H. RaMIAKHF, TAXN, TV —ATAXVEREITAXNFET IVE

NER L,

Yait—CO,Ra'>, —CONRal?Ra'? £/iZ—CORa'2%&RL
{Ra'"?BLUORa? FRA—FRIZER>TWTH L, ThPhksE, 7
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With respect to the general formula (I), the basic skeletal structure
is not novel (see Box No. II of the international search report for the
international publicationNo. 99/61412, whichwas citedby the applicant) .
Consequently, the inventions in which the compounds of the general formula
(I) are used do not comply with the requirement of unity of invention.
In view of the structure of the part Q in the general formula (I), it
is adequate that the compounds be classified into

(a) the case where Q is the general formula (II),

(b) the case where Q is the general formula (III),

(c) the case where Q is the general formula (IV), and

(d) the case where Q is the general formula (V).

In the case where Q is the general formula (V) and Rb3 therein is
the formula (A) (in the description, page 82, line 10), then Yb is the
formula (B) (in the description, page 83, line 4). In view of this,

in the case (d), i.e., when Q is the general formula (V), it is adequate
that the compounds be further classified into

(1) the case where Rb is hydrogen or alkyl,

(2) the case where Rb is the formula (A), and

(3) the case where Rb is the following general formula (hereinafter
referred to as general formula (3) which is not the formula (A).

(3)

Tosumup, thisinternational applicationinvolves the followingtwelve
inventions.

I. An invention relating to "a preventive or therapeutic agent for
ishemia/reperfusion injury"” wherein Q in the general formula (I) is the
general formula (II) (Claim 1)

II. An invention relating to "a preventive or therapeutic agent for
ishemia/reperfusion injury"” wherein Q in the general formula (I) is the
general formula (III) (Claim 1)

III. An invention relating to "a preventive or therapeutic agent for
ishemia/reperfusion injury” wherein Q in the general formula (I) is the
general formula (IV) (Claim 1)

IV. An invention relating to "a preventlve or therapeutlc agent for
ishemia/reperfusion injury" wherein Q in the general formula (I) is the

" general formula (V) and Rb in the general formula (V) is hydrogen or
alkyl (Claim 1)

V. An invention relating to "a preventive or therapeutic agent for
ishemia/reperfusion injury"” wherein Q in the general formula (I) is the
general formula (V) and Rb in the general formula (V) is the formula
(A) (Claim 1) :

VI. An invention relating to "a preventive or therapeutic agent for
ishemia/reperfusion injury" wherein Q in the general formula (I) is the
general formula (V) and Rb in the general formula (V) is the general
formula (iii) (Claim 1)

VII. An invention relating to "an organ preservative” wherein Q in
the general formula (I) is the general formula (II) (Claim 3)

VIII. An invention relating to "an organ preservative" wherein Q in
the general formula (I) is the general formula (III) (Claim 3)

IX. An invention relating to "an organ preservative"” wherein Q in
the general formula (I) is the general formula (IV) (Claim 3)

X. An invention relating to "an organ preservative" wherein Q in the
general formula .(I) is the general formula (V) and Rb in the general
formula (V) is hydrogen or alkyl (Claim 3)

XI. An invention relating to "an organ preservative" wherein Q in
the general formula (I) is the general formula (V) and Rb in the general
formula (V) is the formula (A) (Claim 3)
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XII. An invention relating to "an organ preservative" wherein Q in
the general formula (I) is the general formula (V) and Rb in the general
formula (V) is the general formula (3) (Claim 3)

Furthermore, the claims other than claim 1 and claim 3 each involves
one or more of the inventions (I) to (XII) above depending on the contents.

<With Respect to Scope for Search>

The formula (I) given.in the claims of this application involves a
wide range of compounds. However, the compounds which are disclosed in
the description in the meaning of Article 5 of the PCT are limited to
an extremely small part of the compounds claimed.

Consequently, claims 1-7, 29-35, and 41 of this application are not
sufficiently supported in the meaning of Article 6 of the PCT.

Therefore, an international search for this application was made with
respect tothe compounds specifiedin, e.g., Examples, whichare considered
to be disclosed in the description, within the range of a reasonable
burden.
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