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g MR O B AL, MRSy DK Z & D OITHERE R A R _ERTE & 72 > 725412,
Z DS EAFE L C—RFICRE DS EZ XD 2 L2 H 5, Wik 4 i & O
FRAYEIIIZ KA Sdv, K= O EERMIREROAHFAL L v hoZ4s
PEDE G EFITERER T O RO EIMICIER DEE > T D, G I XE ISR
IMER, M, f/ SRR A S 5, BREEE ClE % < oA I Mg 31T T 523,
B IME B ek 3 2 7R i B afi K OF ifn i 6 [ 55 5 R 1) L kf 9 2 1 A i 1 13— oD Jia ¢
TITOILTND

i/ IR i MR & 2 VN R RE R T & D HH e ) A RSBkt
LTIThivd, R/ RIS ER] O FARATR, S M TEME ML MRISAEIC & 2 B
MM Z E L TWLEICH L TENE SNTWnD |, 612, B M TIEHAEAR
BYEZMR EOFEHAREILI U L LT, BT AR & 1REIT 42k
32 i IR D 1 0 HH L AE ) 22 B < 72 01 B fed TEERE A HH TV 2%

—Ji. BRI A AROBEFR CIE, i IMIRIILIEIE & A S ThitTuniany, Zoih &
LT, BARICEOMIE N> 7 INMFAE LR Z ERET O N5, K2Rk Tl
BIAN ORI M E 22 < TR Do, EhiIES v, £ LT, B
IR I 2 M/ IMREGAN L, TERGIECIRAF FIEICBT 1m0 72 < EbIiCe b
D X DY) 72 B 5B A 0 R Ui U C i/ icsz — @ BL EICHERF 35 72 D12,
B DR F—%R LR TUIR LR, LR T, Mk 7 2RO ok
ERTE %, BRI o S e X R 2R Em T h D Y,

Z 2 CARBIZETIE, BRIEFR, FRICA XIZHT 2 /g o B S R I <, &
WG 21T o 70 £T5 1 BT, M/ IMREFIOMERITEDO W R 2 MET Lz, /b
H AN DO VERLE BRI F3 1 B 5fim T K 0 | M/ MRASTEME(L L T2 D% OEEDS [ i &



%, TOWHERSE L CTl/MIEEREZ /[ ICMmKl 57 e 24 7T D0 E,

(Prostaglandin E;; PGE,) % iz /L [EL T O i/ IMREAI A~ 5 T5IEIZ DUV TRRT L
7o Z LTH 2 BT, M/IMEF ORI IET OV TRRES LTz, o il & 5
720 I/ MREFITEIRRF STV DD, IR TORFITMEEIH Y 2 7 23R&
Nd, 22T, BUTOEIRMRAF & BERAED ML/ R ORECH e EIC R IFT 8 %
iR L, A XIZBT 20 e kA7 T T LT,



% 15 HmmAmMERERIEREOIIR

EUIC

/MR OAFEE BEYE U i AN X, Frieaem, Bt 2 5 i/ Vi R Ot ifn 57

O3B U 7= 2 i/ UM AE (Platelet rich plasma; PRP) . PRP % & & (2 L 7= i/ MRS
# (Platelet concentrates; PC) 2385, L7 L., Wit s, fEE@ AR, 2 MiE
72, B E T 2 MM DRI L 0 AT RIER OfEtEZ BB 25 & /b
g2 & > & b RIERANTIT 2 5 MIKRANL PC LWL TWnD Y A XD PC X, #r
A s HimE O E O CTERIT 2 05735 52 WIdE g BRI (77 = b— ) [ZTHE
BT 250 CRMEEN TS, 77 = L— ZETIEFITHEDOE W PC & {E
5 ENHRDIN, RSP LETH D, £, E FERRY A XTET 7=
L= 2 %AT 9 2R HE D O], BT CTOEMHPLELR>TLED, LI
MoT, A RITBWTIE, FfERIm S OmLENRS > & HBLFENZ PC ERLGET
H 5,

B 50 KD PC ZER 5 7R, A X TIX 1993 4RI Abrams-ogg ©
IZE o> THIDTHE SN, ZOFETIE, £98REaMm % 20-24 °C-1,000 G4 43t
ol (9iE0) $5Z2 L TPRP 2L, £D%, PRP % 20-24 °C+2,000 G+ 10 57 iz
O (FRED) 562 TPC %255, LovLan b, PCAEREFOIRIEEONC XV /MK
PIEMEALT 2 7260, MR N > 7PN IR L QD i/ IMREESE 2 FiilE S8 5 2 & 13
DTRETH D, IHIT, ZD KD 7% PCAERLEFE D M/ MR OTEVEIE, /MR
DIRAFIEDE  (Platelet storage lesion; PSL) Z A ZE Z L. % D EMRN TOIEHERH



MICHEEBLHEZ DL INTWD 7, LR T, PC {ER Lo/ MROTEME(L %
B/ NRIZINZ 5 HIEITEETH D,

PGE, L. f/IMINDYA 7V 27 AMP L~b % bR X2 2 & Tl IMEOTEMEAL
Z AW HETAME TH S M, b MW TIL, PRP M .OEATIC PGE, ZHN
52 LT, PC RO M/ MREFFEZ RN L/ LI 58HE PR3 dH 5, €2
T, HB1ETIE, A XD PCERLIBREIZBWT PGE, ZiINT 5 Z & OF A%, PRP
s D OO L/ MR FFERBER SR . Bl 14 OO I/ MBS RE . & L i o /MR IR N
MO R BFM L7,



MPET5E

wi=

PGE, I PC DA HAMEZ G925 728, I/ IMRERIILETD PC o i/ MREEERE, £
L Tl S A7z i MR O RN A R OERE 2 IE L7z, 97, v MRIEESERE D FFA C
%, PGE, HINET#4 DI/ M2 FIV T, PGE, O i/ M RERN 1 %h 5 00l i 2 Fead L
7z (n=15), FE\WT, M/MREMEORNFEA CTIL, i/ 2 ST e 4T
WMLTHEE, 7r—PA PA M) —IZEVFHME L (n=5), OB, il 1 K%
FEOHB L L, 20%, 7 HHE TFHRERORFZNIE M L7, Wit o
i, BT ARG M MR O KR M & OWISEE N DR Lz, &I, i
% DI/ IFERE DO FFAN Clx, [RIFRIC B4 F A% U 7z i/ MR & #ifn U, $i@f 1, 24 IF
IR L7z (n=5), T LT, M L7Z/ME b B T2 Z Lic X
D | BT ARG M MR D P-selectin FEBLE A 7 17— A kA b U —IZ TR L 7=,

HeEN

BRAG R AR AR S E TN & BRIEREIR & o & — N TR & B L TV 2 B IRAY
(R B — 7V R 15 80 (ME 4 A, 1 11 B, 4Pl 1-12 5%, RE 9-15kg) ZXfEL T
Mz, Zabld, BAS—YTREEL, BREKEZSE, 1 A2BHRO Ky 27 7
—F&h 27, ok, 263V The, ik 2 @EUNICIEN E7ZIZFHEN~O
B &2 WIFHUEMBE W RA 2 EOFEYFGLo3RINE L THRWEKRTH S, £
7o, BRILATE 12 R OMERE E U, SR TRICHEE L7z, 7238, AREBRITHA KT

Y FEMBEE S LV AR EZT (KEE T & 1107082 7). EMWEREHICIH-> T



WU NERNZEY bz,

PC fERA5E
1) #Rin

PUEEE A & L C Citrate-phosphate dextrose adenine 1 (CPDA-1) % & ¢ 200 mL 2D
MRS > 7% R CTEEER R L VD 200 mL BRI U 7=, FARRIR TR ASCHEEL RO Z2HI1 2 &
B MR DIEHEA 2 BE VT 2 2\ ZE LT 1 [BICTTVy, SR IEmiK & CPDA-1 23R &
ND Ry 7 afTERENRR Uz, SRIRL 72 Mm%, M~ X b L 2 25
T 5 212 30 Sy SIRIC THREE LT,

2) PRP 9

KERE D2 W TR N v 7 % 22°C+1,000 G+3.5 4y [z (99im0) Lz, £
O Lg% MR HEA # > RE W TAMERE 2 & £ K D 10Ny 7 L
L. 60-80 mL @ PRP #5372, 47 L7= PRP I%, 15 43 [AI=IRIC THRE L7,

3) PRP h'"5®d PC {EH

PRP (T 1 mmol/L ® PGE "2 (EA&IREE 1 umol/L) L TH6 TEEITIRFN L7,
% ® PRP % KRB M2 T 22°C+2,000 G+ 10 Ayl (BEE.C) Lz, oI K
DXy 7 ST/ MR & M/ MR EO 72O O ImsE%E 20 mL F2iE L. ok
40-60 mL @ _E3E  (Z i/ MIIMSE; Platelet poor plasma; PPP) % M /3Bl A & > RIZTHy
BNy 7B LTc, £ LT, L7 MRE D EDMIEN ATy 7% 60 53
[AIRIRIC CTHRFE L7, BHETR, PC 2 T TR U TRl ST, FilE DFR,

a T/VEILK/S Y 2 CPDA, BB-SCD207J1, 7/ E#katt, BA
b KA BMENE O 9810, AfrmpESHASE, AR
c TAENHES Y 7 BBTO15C), T/V-EMRSHE, BA

d Prostaglandin E1, P5515, Sigma-Aldrich Corporation, USA



WL B9 LIRS AR il MR OIEMAL 2 297 2% 0 SRR DR 0NTAT o T,

PGE, A0 PC R/ 5ESE HE D i

PGE, #s/l PC DI/ MiEEERE 2 FEHl T~ 5 72, PC /ERLEFE TR D L 50 4 FiFH
DY TNERR LT (Fig1), £3. PRP 208t 2BICEH (PRP V7 L) L,
70 O PRP % 2 HD5EE S v 7T EEL T2, BtV T A5 D PRP 2Ny ZI2IE
PGE, Z i\ L TEAF (PGE,"PRP # o 7)V) L7z, £D1%, PRP XU PGE,'PRP % 78
L, RO X 5@ S EEEBRELTPC 2ER L, T, PRP »OIERIL
72 PC & LS IR AICERM (2> ha—APCH 7)) Uiz, £7=. PGE, DI/ Mi
PEREINHIN R I T 5 2 & MR 272, PGE,'PRP [T L& IZ E{F O
A SERICERE L, 10 mL R EED PGE, 5 £ 72V A Ll & AV 2 TE# (PGE,

fRZEPCH L) Lz,

PRP
/\ﬂivision
PRP PGE,*PRP
l lhard spin
control PC lreplace the supernatant with
PGE, free autologous plasma

PGE; removed PC

Fig 1. Schematic image of the sampling strategy for the aggregability of platelets in PC prepared

with PGE,.
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AFEIEOY TN AT, HFRIEIC L0 I KRR JIE LT, BEEEYE IS
(T2 =775 v 2 U R (Adenosine diphosphate; ADP) ¢ (Fefki i
XEAZEF 100 ug/mL, 20 umol/L) L7c, Fio, & 7o/ Mtz B @i ek
FESMTCHIE U, M/ MR 239 250 x 10°/ul. & 725 K ) ICH Mg CHIR L=, &
DOEE, o T M V> T KRR AT (IR EE 15 mmol/L) L CIfil/ MR AMNE
PEAL Lo W RIL A VERL L . 2 O BRI LD V> T B K0 iR 234 T e

OIS EA~NY BRI (0.6 1U and-Xa/mL) L72,

/) i M D4 AFFas D il
1) M/IMRDEA F R3S KU

PGE, #s01 PC XU PGE, FEUIN PRP #i i O i/ MR INFF 6 D284k % | Heilmann ©
D EF T U AEGHIE " OZHEWHIE LTz, Z O 55Tl dimethylsulphoxide (2 C 20 mg/mL
(IR L 72 AT 2% PCHDHWIEPRP I mLIZK L C02mg & 7225 X HICHM LT,
ZOFFE 10 FFFONIEF U Tl MEZ B4 F Rk U, AR 5 I R 5k
Xv#m Lz, £72, ©FF UHER L7 PC HDH WL PRP 24 100 uL 2L, Tz b
FTF UG Ea s he—r b LT,

2) HimED i/ \R{AEPISE s RITEDTZ $ODFIE TR R 10

g LB ET K& N 1 BRI %, 25 mL MLl C=F LT 2 EER

(Ethylenediaminetetraacetic acid; EDTA) ZHWCHEEMBE L, Zhvxfatar be

e Chrono-log C550 dual-channel aggregometer, Chrono-log Corporation, USA
f Chrono-collagen, P/N 385, Chrono-log Corporation, USA

g Chrono-ADP, P/N 384, Chrono-log Corpration, USA

h Sysmex F-820, A A v 7 ARRASH, BA

i FRAGMIN iv 5,000, Pfizer Inc., USA

j Biotin N-hydroxysuccinimide ester, H1759, Sigma-Aldrich Corporation, USA
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—V RO 0 HEOY o TvE Lz, £0% 7 AL 1 B 1 EIRBROE M 21T -
770 BRI L7201 2,000 G+ 1 43R0 LT RIED 7 %1% PRP & LTl L., #%ib
ToH7a—% A FA M) —IZXDHHEEITO T, 4°C TRIEL =,

3) Z70—YA bX bU—(C KB MV\RE I DFAFE b6 E

Wi 0-7 H B £ TOY T An o e, /MDD 10 X 10°/ul. & 722 K 912 3%
FMET VT I Gt pH 7.2 DU U RRiEE A B A K (Phosphate buffered saline; PBS)
(YRl S W72, O/ IMRTFIER 100 uL 1Z%F L C 10 ul. @ Phycoerythrin-streptavidin
(PE-SA) 2L T 10 pRiEfIL, 7ua—H% A b A b U —ZTI/MRO B4 F
/PE BE PR 2 JIE LT,

Y2 7 Epics XL'd 5 WM T Cyflow SL™Z THENT L 72, BELE R VDT — # 1%
17 7 A — TS L, Flow-check B — X% FWTHEZR AR IE L 7o, AITHUELYEIC
DNWTIET 7 VRO D ) A RS2 K 9 ICBIEZ3%E Uiz, M/ MRIERTT &
MG HEDEIC T =T ¢ 7 L A< &b 2,000 fEEL EORIBIZ DU THEHT L 72,
Ny 7 7T ROSMGIIEFF AR L TR M= > b e —r & FV TR
L. RIS%DBMEE 70D K 9187 — MERRIE LT,

Zu—H%A FA M —IZTHLNTM/IMRD EAF /PR BIHEROHERE O | HHRE
[ERE 7 /L & Tl O RN F A 2 R L7z 7,

k  Streptavidin-R-Phycoerythrin from Streptomyces avidinii, S3402, Sigma-Aldrich Corporation, USA
1 EPICS XL, Beckman Coulter, USA
m  Cyflow SL, Partec Gmbh, Germany

n  Flow-Check, 6605359, Beckman Coulter, USA
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TNz i/MROEA CEHS T D HEEERIFIARED S
1) EAF AR M/IVR DI A UM B 89 -0

/g L% OFSRE 2 RF 95 72, b a o BRI 9% P-selectin J8 5L EARNT
&2 Nz, Poselectin 1ZM/MRD o FERIFITAFAET D HIfLEEE /3 TH O | M/ MRS
IEMALT 2 L MRIER BT 2 72, /MdEM b~ —F— & LTS T
[AY

ARFERITBNTS, @il & oo fi/Mia X4 5720, FilRove4F
VR W 2 L7z, PGE, RN PC % B4 F 455 U Clail U, #aif 1, 24 BRI

PUBEREIA & LT 3.8% 7 =) b U U Az L CTERIL L 72, P-selectin FEH BT PR
4% OFEFE ORGE & & HIZZEL L T 72, EHICROBIETIEIC L Y -
72,

2) 70—Y A bX bU—IC K S/ iR EEEEA

Beifnth, Bk L7z X 912 PRP 208 L, 15 23 fEl#fE L7, IRV T, 1 mmol/L @ PGE,
ZRCHSIREE DN 1 pmol/L & 725 X DT PR~ L, 2,000 G-3 /il Lz, EiE%
ETEREL, M/MREDS 10 X 10°/ul & 725 X 912 PBS ICFFlE S W72, Z DIi/Mi
FFUFE 100 uL (256 LT 20 ul @ FITC EER&HLE B P-selectin ¥ 7 A€ / 7 1 —JF /LHLR
o420 K N0 ul. @ PE-SA Z WS L CIRFI L7z, /MR E PR Z S S 58, hr v
B PR AR N 025 U/mL 725 X DN Uiz, 20 M ORIGH, 2 [BlE L
Verd L C 150 ul. @ PBS ICFFIESHE, Ebic7a—H% A4 R A MU —IT TR L7,

BetE R O E = > b e — L, @i L e WDl MEIZ oW T, e EURIE L
EHD LR LN DDOT — X & TEEBR S,

TAYEAT Ay bu— b UTCFRITC R~ U A 1gG, Prik A H L FERe a7

o Anti-human CDG62P-FITC, clone AC1.2, Becton Dickinson, USA
p Thrombin from bovine plasma, T4648, Sigma-Aldrich Corporation, USA

q Mouse IgG1 isotype control-FITC, clone MOPC-21, Becton Dickinson, USA
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FOSNENZ 2R L (FT—XIRERW), EARICIZER L7 —0 1
A—H—DREEHER LN, N7 7T RO®ENIL e BRIl L TV
M/ Z FAWCEMli L7z, £72. ZERA LY 7 iz on Tt ol 2 B4

ExE1To 7,

et ARt

TRTCOFFMITILHHRDO Y 7 by =7 2 AT o7z, EHMEOMEIZIE
Kolmogorov-Smirnov M E 1T > 72, M/MRO FEKREEERDZELIL One way analysis of
variance (ANOVA) (ZTHEHT L. posthoc FREIZIL PRP o 7 /L& % & L 72 Dunnett’s
AR Uiz, Bi7e 2 i IR 2 i f. U 72356 0 i/ MR N 56 O3 M Unpaired
Student's # MRENZ THINT L7z, F7z. M/ IR D P-selectin FEELEIZHOWTIL, B
Y=o b e —)L Lt Y 7V OfEFTIC Unpaired Student's 7 f7E & FV >, #iin 1
IRFfH] & 24 BEfE]#% O LI Paired Student's ##RUE A Az, 7 — 2 1L FERE AR HE(R 722

(Standard deviation; SD) (2 T/rL7-, P<.05 DIGHIZAE L LT,

r Prism, Version 5.0, Graphpad Software, USA
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S

/MRS &R DRl 3R
PGE, ISIIOFIEIZD 0 53, PRP H O /MR IRE RIS Z RIS L
MIRIZ Ny 7 &tz (Fig 2A) o 0 FEIZ PGE, SN E A7 /M~ Ly MOV T,
S TEIIRfNIT 5 L ¥ —ICHFiEC& - (Fig 2B), —J7. PGE, FEUIND i/ MK
ALy MZOWTIE, 20 2R L TH AR THIEE T E DO/ IMEESEA N > 7]
IZFRAFE LTz (Fig2C), L L Zoifi/MRESL S | 30 3Ll RiRFnZ el 2
EY)ICHRETE T (TR E R0,

Fig 2. The platelet resuspension after hard spin and a 1-hour resting period with (B) and without
(C) PGE, in dogs. Platelet pellets (A) were manipulated gently by hand for 20 minutes to achieve

uniform resuspension. A lot of platelet aggregates were still found in bag C.
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bl PC R/ SRR RED i

PGE,"PRP > 7L/ MR IEE L HRWERETEMEZ R L, PRP ¥ 7L & ORI
BREEROI (27— P<.00l;n=5, ADP:P<.001;n=5, Fig3), —J7.
PGE, B2 PC %> 7 /L & PRP V> 7 /L HI/IMR ORI C A B 72 2 28D 72 o
7o 7B, PGEIZ LV EREML T L7 PC Wi/, EiE% PGE, JEUSHNImAE

A2 D Z & C, BEEEREDS PRP o 7L & [RIFRE £ ClRIFE L7,

NS NS
NS NS
A I 1 B I 1
100 100 _|_
80 801 —

g 1 = 2

c C

S 60 2 60

© ©

[o)] ()]

o o

(@)] a (@)] |

g 40 > 40

3 5

> >

20- 20- 1 1
0 T T T T 0 T T f T
Q?R O C Q?\Q ed?(’ Q?g ’ \Q(’ x Q?g ed?(’
X N X N
R RS o QG
Q(,?A Q(jc\,

Fig 3. The aggregability of platelets in PC prepared with PGE, as analyzed by turbidimetric
aggregometry in dogs. The samples of PRP, control PC (without PGE,), PGE, PRP, and PGE,
removed PC were collected from transfusion bags at each step of PC preparation. The final
concentrations of collagen (A; n = 5) and ADP (B; n = 5) were 100 pg/ml and 20 umol/L,
respectively. Dunnett’s posthoc test was used to compare the PRP and other fractions. For box
graphs, the line within the box represents the median value, the limits of the box represent the

25th and 75th percentile values, and the whiskers represent the range. NS, not significant (same in

Fig 7).
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/) iiegs M DA AFFas D il

g /NI B AT /PR BERIE & L Cio /i & KB L7 (Fig4), PGE, 9

AN PRP KO8 PGE, 7N PC H L/ MK OB % AR N i ld, 24080+ 05 H.7.6 +

0.8 HTH o7z (WF b n=5Fig5), & DEICITABREZBO LT (P=3),

Biotin/PE-SA

.. i . Transfused Platelets

2
10

FSC

Fig 4. A dot plot of the transfused platelets evaluated by flow cytometry in dogs.

Biotin/phycoerythr-in-streptavidin (PE-SA) labeled platelets were discriminated as PE positive

events (upper scatters).

% Platelets remaining
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\ g
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A I\\s
I
—— PRP \
—e— PC prepared with PGE4 %
I T T T T T T T
1 2 3 4 5 6 7

Days after reinfusion

Fig 5. The survival of biotin-labeled autologous platelets in dogs, reinfused as PRP (open circle; n
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= 5) or PC prepared with PGE, (closed circle; n = 5). The percentage of biotinylated platelets at
various times was quantitated by flow cytometry as indicated in Fig 4. The percentage of
biotin-positive platelets on Day 0 in each dog was estimated as 100% remaining. Each point
represents the mean * SD. According to the consensus opinion of the Biomedical Excellence for
Safer Transfusion (BEST) Collaborative, only time points beyond 20 hours after infusion were
used to analyze the survival of platelets after transfusion. No significant difference in the platelet

survival was found between the groups according to the unpaired ~test.

n/\iREs M2 D EERIFIRRED FEA

ha BRI KD Poselectin &2 R 81 L 7=l i/ MiIZ, €4 F »/PE Btk FITC
BEPERAL & LT/ i & XBII L7z (Fig 6), PGE, i PC & L CHalf & 4u7zifi/)s
R & LWt v b e — L DI IR & O P-selectin FEBLE D S CTIE A&
RO T (B b v —)b: 537 £ 51%; n = 5. 8@l 1 REfEH: 42.0 £ 13.0%;
n =5, WGl 24 FEE%: 47.9 £ 13.3%;n =5, Fig7), £7=. daif 1 Fef & 24 Kef#% o
HETH, ABREZBOIRN-T,

2
10
Transfused platelets
_ stimulated with thrombin

1
10

Biotin/PE-SA

-1
10

-1 0 1
10 10 10 10
P-selectin FITC

Fig 6. A dot plot of the transfused platelet responses to thrombin as quantitated by the P-selectin

expression in dogs. To detect platelet surface P-selectin, an FITC-labeled anti-human P-selectin

18



monoclonal antibody was used. Transfused platelets were discriminated as indicated in Fig 4.

1007
NS
80
: i
(V]
g ] 1 L
Ee]
3
S 40
‘tj R —
© R —
X
20
0 T T T T
Co(\\" Co(\" S\;\* (’,&'\\’\
B3 o ° °
\ 3 s A

Fig 7. The reactivity of the transfused platelets in dogs. The platelet responses at 1 and 24 hours
after transfusion were quantitated by thrombin-induced P-selectin expression as indicated in Fig 6.
The positive and negative controls were derived from platelets before transfusion with and
without thrombin stimulation (n = 5). There were no significant differences between the positive
control and transfused platelet concentrates as determined by the unpaired #tests. There was also
no significant difference found between the values at 1 and 24 hours after transfusion by the

paired ~test. Neg. cont., negative control; Pos. cont., positive control; after TX, after transfusion.
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=t

W EIZHE SN TND A XD PCERIEE > Tid, PRP IRE LIZ LV /Sy 7 I3
IR Ly b OFRREEIZIEF IR TEH D | 30 43 HHEFD L 72 52 12 i IMREEE SR 3 5% 17
LTWbHZ EHEN, 2T, M/MIOIEHELZIEIT 25 PGE, I L7 & 2 A,
G I ORI IRE O DM/ MRE FHRESE D 2 E R TET,

1/ IR PR RE AN 42U & B M A A 2 B3 2 72 D121, PGE, I PC H oD i/
AN A% & AN TIEFIZIEMAEZ BT 2 MERH 5, PGE, DI/ IMBEREHN
hFUL AW & ST 5 " 25, PGE, s PC Zilgii 3~ A A, in vitro (2 CHERR L
TBLZEEFEETHS, MROETRLIE L DIT, PGE, M L7z (/MR O EE4ERE
ARSI STV BiEE PGE, IEE A MIE L AN 2 2 2 & T ICEIE
L7, L7e23o> T, PGE, DEHEREINHIZN I A TH D . PGE, RN PC M3 .14
ICAERNICHTET 2 REOMIETHNEND Z L2V | AENTHIERICEERR
FIHTE HAlRetES R STz,

Fro. B LW HIETHI/MOEA 2 (ER 2 B8 it ORNFam 2 lET 5 2 L1
WZAEE STV D 78 ARWEIE T b i 12 (RN F i & el L 7223\ PGE, i3l PC 1X PGE,
WAL TWZ2 W PRP & BB L T H RIS DR FF i &2k LTz,

ER U7z X9, M/ MREEEREIZ DWW Tid PGE, DEREREINHI RN i) Td 5
L AR LAY, ERBRIC PGE, I PC 2N A 2 DIEREAZ BIETE 5008 9 »
TEDTR, L LN D, 38 AW DIV TW S i/ MIBSBEREAT 715 T, i
D in vivo 21T HDIREL T T 2 L 9 RAEITHFE LRV, £ 2T, AWFETIE,
(/SRR 6% O BERECRFRIRRE A | H L ./ M A oD 1/ NBR & X197 % Heilmann & O
B4 T AL 0 b a v BRI O P-selectin R BLEMFAT & LA A DRI A O
FIEZ LV Lz, ZORER, in vitro DI/ IMIEEERED KRR HHERI L7 & 512,
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PGE, FINZ X v 4 & 7= PC Fif/ MR OBERE L., g icmE LTk, bl L
bl 24 R £ Tl b e o BRI D P-selectin FELRE A HEFRF L TV D 2 &
DHLNE 72T,

PGE, [ZASICAFHRETH Y . & HITHIRNE G a2 Al IGE S T\ D 7z
D AWFFETH MR & & 72 o7 PCAFELETEICIS 1T 2 PGE, ININEIXEHLAT6E
PEARD TRV, Lol e MZBWTIE, PGE, ¥ PC XY PGE, FEIRIN PC % 5 H
MfRAr LTl L7z & 2 A, PGE, I PC |3 A& AN FF e 23 o3 DT dfE L7
TEWRENTWD (PGE, R PC: 58 + 1.6 H, PGE,FEIFIM PC: 69 14 H) ', &
WFZEClE. PGE, itz RN F & ffE S 72 - 7223, PGE, IRl PC #{/7F L T
WRWZDZEDEIIAATH D, EHIT, A X DM/ MREHIORAFHIET F 7ERGET
TREFFENR LD, A XD PGE, I PC 1Tt 7 RETOEHICIRE S b
T LB,
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A XD PCHEEUEARIZIB W T PGE, ZIRINT 5 Z &I12 &LV, PCIEMREL LH I+
% 2 EITAEN LTz, PGE, i PC 1T R NFF M 2 PGE, JEIRIN PRP & [R%Th 5
P TL . Wi OMRE LR STV s, 20 PCAERLFIEIImO CHERATH S
3, PGE, DMRAFF DI/ IMRIZ%E U T RITTREZ TN L TRz s, PGE, s PC

DR FRITHAERFICIRE Sh b~ & LBz,
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62§ WmnAm/MrERFSERTFORE

EUIC

A X D I/ IR 2 BE R TS < RIS 5 72 012id, BAIOIERGEICE X 20
RAERIFIZOWTHET 2 MERH 5, BlfE, & FOIM/MMERFNIL, MIERAFIZ LY
L% RN ORI 2R 5 Z & D, BIRTOREDHER S TS 2, 22T
A XROM/PAREF G, b b EREROSIRRFPHEE S LTV LY ' B TORFEIZ
IZRE T T2 ODORIESENTFET 5D,

1 OHEIE, RO M/ NMRONRE, FECBKBIREIZ LY pH 2AME T L, M/
RAMWR 7R PSL 2% 5 2 L TH D 2, PSL ZEET 5729, b hOEFETIE, M/
W, Mg R, REFMIMIE Ny 7 OBRE, REfE, B, FH . T 2AZEMER L),
I/ R BFIERT 1R, A HLZARET 5 12 O OIRAFH ORI 1E72 & ¥ix 72K
PRETSNTVWD *7, ZofEmeE LTHRLILTWD a2 d, /MRIRFEIS
FEEH O T AFZBWMEDEWRIER Ny 72 v, & MRSy 7O A XZHRE -
To O M/ME R MAEE TR L, T ASZHAARLES 5 72 DIHF57 50-70 [BIFREE KI5
AIZIRE LB ORGFT D2 L, LT,

2 OHIE, MIEHEE) A7 O&mSThd Y, Lo X5 Rk fF EHC LY. B FD
/R ELHI D PSLAIXATREZ2FR D HEFR T TV 5 23, SIRRAFIC L DA HEE Y X 7 @
S AR L CURTFHIIE 47 ARRETH 0 oo i Al & bk LT L < A,
ZORFEHIMOBE I NI N L, AARZET THAEMK 15 THA (300 1 mL) & O/
BFI DA HIREIN 22 IC LV FEFE SN TWD Y 2 TEE L TV T, i/ g
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1Ml & 2 BEE O F8 A ZI TR M BRI & bl U TR 50 [ b mn & SivTn g

2ok oz, v Fof/IMEF O ERAAAITIIRBEER H 2 b OO, IR K
DR ARNEMOEMENT AV v FE7ey | BUELERRFESIN TS, £/, 4
ZIZBNT S, BEICERRAF EMERFEOEVBBGF SN2 L3RV, v e
[FER D EIRRAFDHERER SN TV D,

—Ji. & béA XoM/MMRERILIZIE, EOFHEMOHE TREREVEH D, B b
TILEFE O M/ MR A HIC—E L IR 7010, 23 F RIS TRk 0 3K L /NS
BT (Fig8A) P L L2 6 & 2l ik O IRHl 2 R =3, £7z
REFHIZ2H DR Z VA XUTBW L, 2O X9 RIRRIIREECH V| FirH o i
TEAPB AR O LM R A B &3 2 HE 22 WIEHIR O 50385 Th 5 (Fig
8B), L7223-> T, t hoif/MMiiin Tl ee DORNTFmNREE L 2D, A XD
LA, ZOROFFIE TR, b b EASTERIRIFLEDH LA XITBW T,
te LA, BRMRFOMEETE Y K 2l BERUIAE U 2 7 R L0 iRash b~
EMH Ly,

A B
I= I= Operation
> >
o \A/v\/ S
Q Q
et . et
] Trigger @
o B E— I
E Transfusion E
o ('

days days=

Fig 8. Schematic images for the strategy of human (A) and canine (B) platelet transfusion. In
human, platelets are administered prophylactically when a patient’s platelet count falls to the
trigger count. In dog, because of lacking the rich blood resources, platelets are administered
therapeutically just before the surgery or only while presenting the life threatening bleeding

symptoms.
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Z ZTH 2T, |IRRT LA XM/ MOEF 2 IR E L, WRRAT LA X
DI DS Z DORFERIENOZ T HEEEZRAONCTHI LA HE Lc, 72
B, bl L7z X oz, i/ MREFI O PSL Z [FHEET 5 72 DI2iE, & D FRE O ME R 2
L5, 1EEDA XA PCHODED MM TITRFNE LW EE X
ARETIL PRP 2 W TIRAF DB Z it L7z,
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MPET5E

wi=

Ei., WA OREL WIRFTT 27295, 4 XD PRP % 22°C KV 4°C T7 HIH
RAF LT (n=5), fRAF 1. 7 B BICEEEIICERS U, f/ MRS, SR M FE (Mean
platelet volume; MPV) | FIEIR ML/ MR AN BARIZ 5D D EIE (% discs) . F 7. REHEAE
& LTELDEFED IV a— AP FRIREE ., BN A A RS pH, M55 E (Partial
pressure of oxygen; pO,) . _F&{LIRFE /7T (Partial pressure of carbon dioxide; pCO,) . .
MRl K SAB%5E (Lactate dehydrogenase; LDH) . FEAFEIRAE (Na', K'RE) ., =562, M
/I RERRER & U C i/ MREESE AR, I/ IMROTERERE (KBRS = » 7 KUIS; Hypotonic
shock response; HSR & OVERIRAL ST ; Extent of shape change; ESC) Z gl L7z, LA
E o invitro TOMRHE & BT, invivo TIE 1 ARWIE. 7 BRSIED D VITHEERT
L 72 PRP HIfiL/NBR D Wi i, 4% [ 28 K OMA PN i 2 JTE L | TR S D52 88 % LUt
fili L7z,

et EN

KRB R AW ETN L BRIER R ' > ¥ — N CTEEEH L TV D ERRIYIC
FEZp e — 27 VR 5 9 (M 1 98, 1 4 9, AR 3-4 %, /KEE 10-13kg) 2 X1E L CTHW I,
il A BRI 1 LR Ch D, 7o, AREBRIIIMA K FEY FZBRZE B S L0k
T KREE
PITZ,

B 131009-1 &) . B BRSNS o THEYIC AERIZELY
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PRP {ER5E

551 B & [FERICPUEEREIAl & LT CPDA-1 Z HV T 200 mLL $R1f1 L, 330512 X Y PRP
R U7z, 2O, fMREZNEO S5, 1 B THOWZELOGRAORE L%
TV (F—2 IR &0 mD0AMEE 22 °C-2,000 G343 & L2 ¥, F£7=, @HO
SBE Sy T OFEMIZAN BTV AL E = /UEH AFRMEMK < RAFH O i/ MR
DORHHZ L 0 38N v 7T ABERRIIBRBEITEN T L E 5 720, i/ MREE ORAFIIX
R & AT G 2090 2 2T R TH T AGBBEEOBmNAR Y AL 7 0 &
W2 o3 BfE Ny B LT,

In vitro E5&

PRP % 22 °C & WM& 4 °C THESY 70 (EEAHRE S ¥ T 7 HRERAFE ST L, 10 7
HEIZOBEH T = — 7 D BIEERICH 5 mL T84 LT, kO B0 SFEH 21
& LT PRP O 5E % 7l L 7=,

/i s MPV 13 B B ERGHEERIZ THIE L7z, % discs (X, Kunicki & D% *
(ZHE U C AR 2RISR 2 W Tl MO RE 4 100 B L8152 L TR L7z 7,37 °C
2B 5 pH LMK A A5 E (pO,. pCO,) . FERIRA A 2 P BE XM IR H A o3 Hr d i
YA AWTHIE L7z, PRP % 2,000 G+10 iz L, BIEO 7L a—ZJRE LDH G
PE, Na' ¥R, KYREZ BEITEENC L 0 E L, LR IL T 7 7 — hobrdk
B 2 HOCTRE Le, f/MMREEEREIT, 5 1 & Rk, BEEEMHEIC= T -7

s BT A IS 7 PO, KBP-600CP, I L TH#MA A, BAR

¢ IREFEFTEIR 7 v > /3 —FMS-100, B baMmiik il AR

u JREHE MMS-310, HURUE bR, BAR

v AXSON-05, AV »8zphiasth, AA

w PR 7 A #4518 Gastat-600, #BREEHT 7 2 AT 4 B AA

x HIZHBOHTEE 9000 V) — X, AR ASIANA 727 /Y —X BA

y FUT—hF - FaIM, T2 LA KAEH, BA
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K O¥ ADP & IV TESAEIC TINE Le, 7eds. M/ MREEEATED R Z B8
L, a27—47rb ADP REEZFE 1 ETHWEZLONLERE L™ (F—HIIR& 7R
W),

HSR ¢ TF ESC % BEST working group DFERE 92 J5ik " IZHE U T i/ MiEEEE RE il E
FEEEZHOCCTUE L, TOHEFTRO LB TH D,

HSR TIE, BEFHIZE >~ b L7 500 ul @ PRP (Z%F LT 250 ul. DAEF A K S 50
IRBKETINL, ZOERZRIZHALND E—7 0D 4 5% OIGEREOELZRIE L
7z (Fig 9), ZRRKZEIMLT-HE. RIBEZEIC LY M/ IMRPIZKBTTIVAT 7280
— BARREAEEIN L CEM=EN LR35, 20, /MO MR E = 1L ¥ —R
HBEF TH D &, M/MRPNHET 2 72 OB WEMET T 5,

—7J7. BESC Ti%, ##EFHT » F L72 500 uL @ PRP (2% L, EDTA % fx#& i
23 2 mmol/L & 72 % X 9 IZHIN U T/ MREESE UG 2 il L7z, 2 D 10-15 %12 ADP
Ze AEIRE DS 20 pmol /L & 725 X HIZHIM LT, i/ MROERRILOFRE 2 F il 48
fb& LTRIE L7e (Fig 10), IER 22 AR OIE R 2 7R3 /MR O B ERIR L 2 7R 37726
B U72% dises EAHBI L72EZ2 "9 2 &AM BN TV D,

-
o
S
HaN
3
>

Distilled water
Saline

Transmittance(%)

Fig 9. Schematic image and calculation method for the HSR. The HSR measures the platelet’s

ability to recover its normal volume after swelling when exposed to a hypotonic environment.

z MCM 27 —4% H, HTR-210105, A EtTL « = A - =X AR

aa MCM ADP, HTR-210202, ¥f&ttz/L - = b - =2 AA

28



£ 100 ADP

2 |

-

S

£ ESC
£ I

: EDTA

1Y)

=

<

Fig 10. Schematic image for the ESC. The ESC measures the disc-to-sphere transformation

which is induced by the addition of ADP following EDTA.

In vivo E8&

1 ARmE, 7 B =R L OV 7 B e U7z 3 FE%H0 PRP A i/ i o> i i
BRI e QRN F A 2 E L7z, 85 1 3 & [RIERIC, Heilmann & O B A F U ARERTE ¢
Z Tl U, s 1 R 5 7 B £ T, B AT AR MR Y S 407z <
725 F THM LT, S EIERIE, fif 1 Ref %I e T AR L2 i MRS & o
FEEFRER L CV D &R LTV D, Appleman B DA XIZEIT LG “ickS&, LIF

DOFHBERICL > THEH L,

B AT BRI B =R
fign I (A ER = — x 100
S oot s iR

L oo i if MR 2R

g i /NGRS 2 (PRP ot/ MR [uL] x PRP #[mL] x 1000)
o 1. A% ifn /N RGR S Cligi i i/ ISR B8 + i 1. 1B 17 D 1t/ BRGS0

WAL T 0 /MR AR = A7 [kg] X 90mL x B L /LT L /IMBSAC L] X 1000
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F o, B ENFEGORIICIE, 1 EEF U EREIFET VA 0T 7S,

et AR

FTRTOFEHNTIE EROTHIRO Y 7 by = 7 % N TIT o 7o, IERMEDORERRIZIL
Kolmogorov-Smirnov MR E #{T-o72, 1771 HE®H DL 7 B HOER & BHATOK
B (RAREEIC L D2b) . 7003, BRI WIEIMERFELIZSEADO 1 BAE 7 H
Hokls (FREMORRBIZ L HZ{L) % Unpaired Student's # BUEIZ THEHT L 7o, 7233,
IEHMERHEGR TE A2y o 727 — Z 1 Mann-Whitney U BREIC CTHAT L7z, 7 — X I3F

PE+SD IZ TR LT, P<.05 DEAICHEE L LT,
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In vitro EE&

/RN, |IRRAF TIERITF 7 BH L TLE L TV, SR IFCIERfF 1 B
B O SRR L R L CERBICREZ R LT\ e (Fig 11A), WIBRERAF O I/ MK %
PCFAZEBAMEEIC CTRIEET 5 &L 2RO MM EEE & 2 W 3K S L TR E e B84
L TWeled (F—F 3R &R0 . WA O M MR T BT o b o &
B, MPV (X, SiRMRF TIIRAENIRZ8 U TE LWEINTENS, 00| 8
(2B W T/ IMRIEREDS /IR FIRR 7> B KRIUERIRIZZ(E LTI D | % discs 1B 6 22
MU, —J5, BB TR 1 BEND MPV AEEZ2/R L TEY ., SRz,
TH/ME PR O M/ MRNE & A EFFIE L7272 T2 728 % dises 1AM Z 7~ L 72 (Fig

11B. C),
A B C
600 — 100
**
12 J
4 —l— —l_
= =
m\ 9— - - b
S wof0 T =
1
% tF = » 607
- = (6]
C [}
S > 6 3 Tt
§ . - s S 20 o
% 200 | *%
L .
0 0
Day 1 Day7 Day 1 Day7 Day 1 Day7

Fig 11. Changes of platelet count (A), MPV (B), and % discs (C). Symbol */7 indicate a
significant difference between the groups at each time point/temperature analyzed by unpaird

t-test or Mann-Whitney U test. */1 indicates .01 < P < .05, ** /17 indicate .001 < P < .01, and
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#x /4t indicate P < .001. For box graphs, the line within the box represents the median value,
the limits of the box represent the 25th and 75th percentile values, and the whiskers represent
the range. The white/gray boxes represent the groups stored at 22/4 °C (same in the figures

below).

7V 3 — ZPREEE, EIRRAF TH O NI L2y, MR FETIRENIE ERE A

EENIH LN o7 (Fig 12A), ABEREIL, HiARFTHLIC LA Lz, Wk
RAFETHIBIRED LHANALNTZN, BRRFEHET 52 EARBICEETH- -
(Fig 12B), HKEEA A REIX, | LMK E bITRAARITED L2, ABoE
FEEME > T, BIRRFEDO T DA OREITBE Th o7 (Fig 120), pH (X, FLEERE
FEDBNN & EREEA A IR E ORI EIRERATTIEE L <IKF L7z (Fig 12D).,
pO, 1T, WIBIRAE & el L TR EICIKE A~ L7z (Fig 12B), pCO, %, FEIRRAFD pH
BT 2MET DL ITREZ R L TWEA, /(77 B BIZIEER U7 g 7 2 o dé
EOMHRIUEZ FEl> Tz (Fig 12F), 2 OREHEEOZ L, RAFEF O
IR D GF BRI L 2 b oo & b7z,

—J5. LDH I%, 7 H H OWBIRFY > I CafEZ R~ T2 R’ b -7 (Fig12G), %
discs TAH72 & 91T, WIRIC KV /IR S #8 23 IE 7 72 FUARR 2 MR ok 72 < Ze o Ty
T=ie s, —IO M/ MUIAE L3 < 725 T LDH SHfaSMIEERE L 7= & o &b
72,
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Fig 12. Changes of metabolic parameters (A: Glucose concentration, B: Lactate concentration, C:

Bicarbonate ion concentration, D: pH, E: pO,, F: pCO,, and G: LDH activity).

WA CIZ EEF O KHEEN
WO Na' & KIEE %

(Fig 13A, B).
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Fig 13. Changes of electrolyte parameters (A: Na" and B: K concentration).

M/ NREEEERE DA Tl BEEREWEIZ a7 —7 U KON ADP 2 L7=n, »
THORPIZKET DG . WIRLRAT D 75 BAFICHERF STz (Fig 14),

A . B
*
1007 T 100
- —
80 __ 807
= - ¥ c
= 60 —T— = 60
© ©
o g
S o |
= 40 = 40
> P
© ©
b p
20 20
0 0
Day 1 Day 7 Day 1 Day 7

Fig 14. Changes of collagen (A) and ADP (B) induced platelet aggregations. The final

concentrations of collagen and ADP were 100 pg/mlL and 20 pmol/L respectively.

HSR /3, MWEARAE T/ IMRN OK G 2 HE 5 2 L 3 T&E FIIRE A 7~ L7z (Fig
15A), ESC b RIS, WIBERIFIXRME 2R L7z (Fig 15B), v HOZE{EY ., W
K0 A 23 IEH 7o FTRIR A AR R e < e o TV D Z IR L TV D &
Bbohic,
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Fig 15. Changes of HSR (A) and ESC (B).

In vivo EBR

i/ DI IR, TR T 1 B RERAF L72 b D28 61.9 £ 6.3% & i b @ifE 2R
LCBY WETT7 ARRTFELZL D (3921 127%) E=EIET7 ARMRTLZH D (426
+ 9.8%) O TIIHALMNRZEZA LN o7 (Fig 16A), —7F, EMZANEMT
(X, IR CT7 HREMRFE LB DON 48+ 08 HTH Y | 51 B CTH LI HE PRP fif
“ORNFEm (8.0+05 H) & HHR L THEME L TWe, 72, MikT 1 HERFELE
HLOMN28+05H, WKTT7 HERTFELZLON 18104 HTHY, HIKATIZED

KN F M OEHEIX 522 CTh o7 (Fig 16B) o
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Fig 16. In vivo recovery (A) and survival (B) of stored PRP assessed by autologous transfusion
of biotinylated platelets. Symbol * indicates a significant difference between the groups analyzed
by unpaird #test. * indicates .01 < P < .05, ** indicate .001 = P < .01, and *** indicate P < .001.

NS, not significant.
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=t

A X O M/ IR 8 D WITIBIRTRIC K 0 210 2 8% LG L 7=, =R
TRAF Tl WEDA XOWE ' L FAERIZ, #REFRY 7R PSL OHETTIC K o T/ Mo 51
ARG HE, RHHEIE ., EESEREZR &/ MR O SEMET L Cno e, Fio, BEIC
A X TOHREIZH LIRS DD, MR ENEm S, B PRP Zifill L7256 &t
L CHEM LT, L LRSS, pH6.4 LLEA-DURIIL 14 1A PN 75 6 205 5 fif i/ |V AR
Bl L7=3546 0 50%L0 k. Evv9 B kol MRIE] T I Bk S B &k
PRI LW, S BT, MvIMREEERE D AR R 22 fEE 70 & /MR L L
TR & B D &5 RfERITA b h o7z,

—7 . WA Tl I/ MROAREHFEIE OB ST E TH 0 | BEERRIE=
IPRAT & Hlg U C RAFICHERF S LT, Bl B ARG D R Tl IERIRIFICZ K D
% R A ORI E L <. 7 BRRAF LIZHE TR, 2 AUAIZIEE A LT
T OB R AR LT,

LML, B U7z X518 X o/ Ml i X B e e S ofmmzh R4 X 5 =
ENTVERERNTHL, LIE-> T, RETOMEHEIE D X7 OEBEIR S EETH
X, RBUC L > TEHBERGFEO T BA X TIEENLTWAE 1 Liven,

ARIORFE & [FERIZ, HIEHETE Y 227 O R B A X O M/ MREE| ORIEHE O dE %
HHE L7z b O, IR OB R 115 J OISR IR PO 3 8 T b b,
EEHERTIL, M/AMED S - & B EBE/LEIED — D> Th DEHERVPH O NI T 5 2
EWEHERE P SN TER Y & SITEIME RN OEHE ' bRO b L EhT
W5, . BRSHRRITIZE O L O I EERERET A e SR E F L DS A R
D KRR RS MBI E BB RICE G STV D, Dlifi A R AEOER RIS
L CWADEE 7 Cld, MR OFME 25807 2 & 0 b Bk s i MR 23 A %) T
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HoELTBY, £, M/ MOBERERIZES LT 288G © Tk, JEFORR
A3 Ak /N B B 2 i . U 72 5 DB L b G ML NMREFI 2SR T
HE LTS, BRSHIRRIFICOW T, 4%, BEREL &0 - SR 2 st 23
Thod LB, MHERFICONTIL, BERBOIKTRALNTZ & i3Hmd TK
ERRETHD, TORT, WAL RIFICEEREZHER L TR . X AR
mWEBbihd,

B3R X DT, PREORAE R LB RN SIS D 728D . A A VAT oD i . %h
R T HHEICREN TH D, LLARND, ZORNEMOENES 2 TR T
T AT LRV B FOERICEBNTH REREELH 25 Z LITREN RV,
T, b FOERICEWT, IVMREFIOmER D REIShSOH D, EIZv TR
Z W SRR S A TV D P9, 2o OFIAIZER LoD, 4 XIZB N TH
iR M D FEHEZ B L, M/ MREFIRAFPE OB OV T S B 7R D RE 2 L2
ThH D,
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A X ORI 2 BT L7oiE R, #RFZe PSL OHEEATIZ X Y in vitro X TV in
vivo (28T D IM/IMEEAIOSESME T LT\ e, L LR D, pH SRl & kN7
7 &, b b O/ IMREAITER SN D SO —EI 72 LTV,

— 7. WIBARAFE T, /MR ONRHHEE O IR E TH v | BEERII=RIBRT &
Helg U C BAFICHERF S AL T e, Bl B0 R ME o0 i8 Tl MR PRATAS 0 i fn 7% 14
NF A L < FfE LTz,

b FO XS TR R A X 55X R TFOTT R L TWD A, A XD
ifiL/ IR L CI A O 2 2 K5 2 & NBLERATH 5, (77T OME Y A
7 BN R b E BT, BEERRE L LV BAFICHER L CO D IMEIRITD T3, A X T
IENLTWAEE D 5 &b,
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AW TIX, A XIS D i/ i o0 B AR I LS 1) C EERER IR 21T > 7,

1 E T, M MRS OERIFIEICOWTRE LTz, #ERDHFETIZ, PC ER
WFEIZ IS D oRE O, MR/ Ny ZIZIEER L TV D MR~ Ly b 2 ) — (2%
ESEDZ L3O TRETH S, ZATmE RO M/ MROTEME(LDBIS- L TE D |
Rf & U C R ERE ISR AT 72 /MR O BESESE N IR T LE S 2 & v b D, 22
T, M/ MR OBEEE 2 vl 23092 PGE, Z 585 D ERTO PRPIZHIN L. RO
Rz o7,

ZDORER. PGE, OWRINZ L 0 /MO BFEESHZRIFF L BFE Lz, £7o, 1f/h
PREEERREM AT L VW PGE, D M/ IMREEREMBIZ RN I TH H Z L AR LTz, &
52, PGE, I PC D& AR Fan 35 L TR 57, itz b /M OgERE D O
& DT % P-selectin FEBURE A HERF L T e, ZOWBITAAMEREWHETH S LB
DILD D, A XD M/IMEFNIRAFFED ETEH 0 ITRET S LTV, L7ehi > T,
PGE, i1 PC DAEMIE, FrffRFIC IR D & TH A 5 & bz,

Z ZTH2ETIE, A XOM/IMEEIORAFITIEIZ DWW TR L7z, PRP Z =il dH
DUNIHE T 7 BERRAFE L. 2O % g U7o 5 R, S|IRRAF Tk, #RIF 72 PSL
DHEATIZ L o TR O A ZRTHE, ARHTRER . BEHERE & /MR o S E 2ME
T L7, £72. BB AN m b, FHE PRP 2 U754 & ik U TR 60%FEE £
THEIMEL T o, LU 6 RAMMRZegReEE 7 & /s & L CTERAR
LN D KO BRERIIA SN0 T,

— 75 WIERAE IR, /MR OAREHFEE & OB RE 1T =R R A7 & Hele L T RAFICHE
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