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b —EDOEE THRAF S &L UENH 5HY. T-sol, Inter-
Sol, J2TF Composol Z i3 5¥561%, 30~40% il
AT S & D WENH D, — 77, InterSol DLLELIT
HDHSSPHIZH )T ERT AT I LAEEZATED,
20% IMAEFRAF T C 7 HBM/MESE 2 iR 5 2 &8
WHETH 297, TNE T, EREL I VI—-A%E
MM < D B8 S LTV 5. Radwanski
5id, 5% M4E/95%PASS5ICT 7 = L ¥ A M/IMI % iF
WESEHE T HMMMUNEZRRFCE S LA LT
W5Y Gravemann 5%, /N7 1 — 2 — b HERII/MIIZ
10% MAEFEAF T C InterSol-G (2iFE &5 & 2D WY
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sol DFBNIIEME 72 720, RO 720 OIS LB L 72
5. 2T, AIZEREEY ~ 7 VI (BRS : bicarbon-
ated Ringer’s solution) (2 ACD-A # % 7 L CHsd-§
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ACD-A) ZBi% L7-. BRS-A & 5% i D M4 T
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SEEHBbZER L TWA. Pz 5GT 5 &, BRS
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WTE 5. HARFRAF41E 2016 4F 3 HISTEEHIL/MI O
BTEAGEAGEZ IS L, 2016 4E 9 A2 LAt 2 Bigs L
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L 72 /MR in vitro B 2 5FAli L 72, S HI2FK 413,
PRAFHH @ sCD40L, PDMP, K O regulated upon ac-
tivation of normal T-cell expressed and secreted (RAN-
TES) DFM L~V % G L 7-.
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250 ABO Mg A—3 L /M % 77—V L 721455
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7z MvMRE AR, MO MRS & (5
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PRI & LT w7z,

Study 1 : 100% M#FHICRFL M/MR (3> hO—
JVEE) & ACP215 % {EH L T BRS-A TiEi% L 7-1v)s
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NEAT A7 A) ACP2151Cky ML, 2AKD 1L
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AR—=F TN Fy MIHHAE L7z PEEHHIZ BRS & ACD-
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NFEALETEE) ~OLEPIEENTEBY, & CHl
FT5HIERLET LA (264). BRS-A THEL7-
MR, Ii/MRIR & 9 B (20~24C, 6041 7 v/
4%) T 7 HEBRAE L7z

In vitro 5%
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(BB-TO08F], 7 V€)% il L CHERAIIZERILL 72.
PRI OMIEY V87 LViE, ¥y rvazm v Ry
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FoMP—FETA vV Y—HPATUVTA T4 T)%
FIWCHllsE L7z, 37°C To pH, B Rk O b #5
H (pO, J2 UF pCO.) 1 FABYILIE A7 A 53473418 (ABLS,
FGIVF A= —) THlE L7 BEREEEEL pH
T O pCO, DA & HEIWICEHE S ho iz

H B AT 2518 (XS-1000i, ¥ A X v 27 A) & [
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RIMAET 3X10Y/ WL 7 v 7 eH v Tud
BRS-A X3 % I D HeAIXFSE & L7z, iR e 10
pg/ml PA7—r (37— )2—Y x> Horm,
Nycomed Pharma GmbH) 1Z%)3 % &4 U % Ifil/ MK
HEHEFH (MCM Hema Tracer, MC Medical) TrigklL
72. HSR 1%, 48385 (Multiskan GO, % —%€ 7 14 »
x—HATUT AT 4y 7))L THlE LY.
CD62P (P-t L 7 F ) J 1F CD42b (glycoprotein Ibo)
DFEBL NVIFBERICHEV 7B —H 4 M X b =12k
D Mt L 72", i/ o> GPIIb/TIla 44 Fo> i ARKLE
IE =T OHEMNEHZRINT 572012, 7 AE
J7ua—Ffite b PACL kM L7227 27
V7 A EE (10,000g, 22C, 547) 452812 D
1% 517z 1o PDMPs %, Hi GPIX & U9t GPIb € /
70— FVHURE 7B A e M (ELISA)
¥ v I (PDMP ELISA ¥ v b, HEKHETIE) CHi
L7z%,

W 7T @t (10,000g, 545, 20C) Lo RAN-
TES, sCD40L, IgA, KUN7 M7 uk »rid, ELISA
% v b (Human RANTES Instant ELISA kit, Human
sCD40L Instant ELISA kit, Human IgA ELISA Ready
Set Go! Kit, eBioscience ; Human Haptoglobin Quan-
tikine ELISA Kit, R&D Systems) Z i L THlZE L 7.

A=) Y ZIFHRTHRAEL, 0(AT—) ¥ 7% L),
+, ++, T+ + (AT UK LT
AN L 722 M/MEAMEAD R A7 7 F vk i
i, #Eo e b a— VIZHiE - T, Annexin V-
fluorescein isothiocyanate (FITC Annexin V, BD Bi-
oscience Pharmingen) O#i&% 72— A M X b1 —
ko TlE L. 2 bay ) 7EEMN (MMP : mi-
tochondrial membrane potential) DFHIIZ 1, % F v
b (MitoProbe JC-1 Assay Kit, y—F7 1 v ¥ ¥ —%
ALY T4 74y 7)) 2L MW/MOCE > 70k
V> PR A PR K & 2 C 500 5 IC AL 72, JC-
1 DJE % e g 0.8umol/l & 72 % X 9 IARL il
IR TN L, 37C T30 A v F 2 X— b
L7z, A vFax—vark I Vveyo—4A
I X —% — (FACSCalibur, Becton Dickinson) T4
L7z, fat (FL1) ROREEE (FL2) O
FeifE (MFI : mean fuorescence intensity) (&, 77
Y ZBRAL LU 22HT RO G — T 4 Y IS E D
F L2/ MR 2 v T L7z, MFIo (FL
2/FL1) #55 L MMP Ofg#E & L7z, ATP I,
WY 72—V 250(Fva—<o N4 Fr3I77)E0
3/ A—% —(Lumitester C-110, ¥ v I—~< /31 %
rI77) RHAWT, #®ELo 7o b a— ) uiZEenil
L7z
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Table 1 Characteristics of PLTs in 100% plasma and pre- and post-washed with ACP215 system (Study 1)*

100% Plasma PLTs

PLTs washed with
P value

(Control) ACP215 system (Test)
PLT yield (x10'/bag)
Prewash 2.20+0.26 2.36+0.25 <0.001
Postwash 2.16+0.22
Platelet recovery (%) 915+19
Volume (ml)
Prewash 2119 225+8 <0.001
Postwash 2171
Plasma protein (mg/bag)
Prewash 13448 +1,373
Postwash 163+35
Plasma protein removal rate (%) 988+0.2
IgA (mg/bag)
Prewash 302.6 =54.6
Postwash 3407
IgA removal rate (%) 989+0.2
Haptoglobin (mg/bag)
Prewash 1158 +356
Postwash 1.3+05
Haptoglobin removal rate (%) 98.9+0.3
CD62P expression (%)
Prewash 14.3+36
Postwash 158+29
HSR (%)
Prewash 786+4.7
Postwash 61.7+6.5

The statistical differences between control and test groups were determined using a two-tailed Student’s t-test.

* The data represent means * standard deviation; n=8.
HSR = hypotonic shock response, PLTs = platelets.

Study2 : AFiE (3> bO—JLE) RV ACP215
AT L(TAMEE) #BAWVTBRS-A T%&EL /-1
/RO B

M/ RD#%%E (AFE)

M MGEESOERIC, BERIZHEV BRS-A 278 L7212,
ML/ PE D 72 12, 250m] BRS-A & 25m] ACD-A
MM, ZoWREWEE L (1500g, 20 77,
22C) L7z, 7R %~ F (IUELHT3E) 2T
RiEZBRZE L, BRS-A Z 0N L CHREIL/IML O R4
2% 215ml [CPHE L7z BY A L7 4 v 3y 7 (KBP-
1000FPN, I LFT3E) oML v - % 30
SrRIEHE L 72tk A7 & b 30 R & 9 (20~24TC,
60 %A 7 v/5) LCHIFEL-.

/MR OZ%%E (BEE)

ACP215 ¥ A7 A2 X 5 HEpPEEE, Study 1 & [IB
AT 72,

In vitro & & HER

7Y 7L invitro fWE BT Studyl & FERIC
iTo7z.

HEtnE

FELIT I £ SR 7S (SD : standard deviation)
TR L7 BEHIE D7 £ 2013(x 4 270V 7 1)
D7 4>V 7  TdhbSTATCELA (F —x 2T M

W) ZRWTITo72. 2y ba—uke 7T A MEOHK
FEANAE EAERTERT 5 72012 two-tailed paired Stu-
dent’s t-test THE L7z (Table 1, 2). 2> o — )L
&7 A MED 7 HHAEH O MM L, FEboE
% Bonferroni test & L7z two-way analysis of variance
with repeated measures CaFflli L 7z (Table 3~6). P
<005 D& ZITHMEIFEMICHETH S L HIWT L 7.

B R

Study 1 100% IM#F % /=13 AcP215 &2 AV TRER
BRS-A TH#Ei% URTE L 2/ MR D LB

ACP215 % H\CTHAEH BRS-A T 2 it Ol
AT 100% AR Ii/IMROFER % Table 1 12777
M/, HSR, MPV, #t4fE, MMP, ATP, RU°
CD42b MFI ®*F391t1Z, 7 HE OBRAEMRg, a > b
O— VLT A MECHEETH- 72 1, 2, ROT
HHOFZ MEOpH LViZay ba— Vit ) b4
BIZE» o 72 (Table 3). DR, 7 A MED IV
TI—AROFBLNViday bo— VXD L AEIC
Bho72. 1 HER 7T HHOT X M EOZLEEL Vi,
Iy ba—VHX ) bHEEIKA, 57 (Table 3). 1,
2, RO7THHDT A MEOERIREE X, o ha—
VXD LEEICHE o7z (Table3). 7THHETIZY
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Table 2 Characteristics of PLTs pre- and post-washed with a manual method and ACP215 system (Study 2)*

PLTs washed with a

PLTs washed with

manual method (Control) ACP215 system (Test) P value

PLT count (% 10'/bag)

Prewash 218%0.12 219+0.11 0.3365

Postwash 2.05+0.09 1.97+0.09 <0.05

Platelet recovery (%) 94.11+3.76 89.98 +2.29 <0.05
Volume (ml)

Prewash 2169+7.2 2179+86 0.3328

Postwash 2169+20 2158+15 0.2958
Plasma protein (mg/bag)

Prewash 14,440 £ 475 14,578 £ 605 0.2022

Postwash 240+51 142+24 <0.001

Plasma protein removal rate (%) 98.3+0.3 99.0+0.2 <0.001
IgA (mg/bag)

Prewash 273+151 276157 0.3478

Postwash 5+1 3+1 <0.001

IgA removal rate (%) 98105 98.7£0.3 <0.001
Haptoglobin (mg/bag)

Prewash 115+ 30 116+ 30 0.3253

Postwash 1.85+0.87 1.14+042 <0.05

Haptoglobin removal rate (%) 984+04 99.0+0.1 <0.01
CD62P expression (%)

Prewash 128+4.1

Postwash 274+93 186+64 <0.01
HSR (%)

Prewash 744+33

Postwash 61254 62.0+58 0.7700

The statistical differences between control and test groups were determined using a two-tailed Student’s t-test.

* The data represent means * standard deviation; n=8.
HSR = hypotonic shock response, PLTs = platelets.

VO — B R OFEBEEAITIZEL L7220, 7V
I—AHBROABELEMZEIXIHEAS3HEET
DOETEE L. 7 A MEDO IV 2 — ZHE#E (1.49
+0.22mmol/10"PLT) 1%, =¥ Fua— v (063+0.11
mmol/10°PLT) £ ) b HEIZE» - 72 (P<0.001). T
A N EEOFLERE A EE (2.84 = 043mmol/10°PLT) i,
T A P#E(1.22+0.17mmol/10%PLT) & ) b HEIZE D>
72 (P<0.001). PEHEHZ DT A METIE KR AT —
VU SORTHBIEE SN0, AT =) VIR fEI
A TOREBRM/IRCRIFICHER X2 LT 72 (data not
shown). 7 A MED CD62P 8B LN, 3~ hu—
NEEE SN ZEN LD K> 72 (Table3). 1 HH K
C2HHDT X MED PDMP LX)vid, 23~ ba—v
BED PDMP LNV XD S FREICE o7z 2 HA R
SHHDOF A FED RANTES LX)vig, 2> ha—
PELYIEEIE»o7. 2, 3, ROTHHDF X b
FEICHBIF S sCDAOL LRN)ViE, av ba—V#E LD
BHEIK A - 72 (Table 4).

w2 BFEE AcP215 ¥ X7 L% FWVTBRS-A
THE L - M/ MR O EEEg

Y ba—= VB A MM T A X
D HEHo72(Table 2). 7 A MEEICBT B IRAFIMEE 7
VRZELANVIE, a v huo—= VL) Ko 7

SO L FAMNRIBIAMAESY 32, IgA, K
UONT M 7B Y OBGRERE L Tz 74
NS B A% CDO2P FEHL Vi, 2 v ha—
WLV o72. 3 = VHROT A MEICE
I} % CD62P ZEBLL ~Novid, dhiai & kiR L <, #he
N 21 RO 15 %A - 72 (Table 5). MU/MRKEZ B
{AETORBIEH THEAIIRD 5N o 72 (Table
5.7 HH T2V a— A K OFLEEREA AN F 131
WL L72728, 73— AW R O AR EA R IX 1 H
H2253HHEFTOMTRE LA 7 X Mif(1.46£0.25
mmol/10°PLT) ® 7' )V 2 — AW &#EEEE, 2> ha—
JUHE (144 +0.25mmol/10“PLT) & W% TH 72, T A
M #E (2,72 054mmol/10"PLT) O FLIE LM 12, 2
v b — ) #E(258+0.61mmol/10"PLT) & V) Eidro 72
(P<0.05). PEHFHEHZEO—RWNHIKT 2R\, KA
7 =) ¥ Z WIS B W T RIFICHERF ST 7z (data
not shown). & A h#£®D PDMP L NXviday ba—)
HEX D DED > 7255 RANTES LU sCD40L L ~Xvi
HEET P72,

z =
AREZETIL, BRS-A 247 L L7z ACP215 12X %
I/ RO FEE % BFAS % 72, ACP215 THE#E L
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Table 3 In vitro properties of PLTs in 100% plasma (control) and washed with ACP215 system (test) (Study 1)*

Days after washing

Day 1 Day 2 Day 3 Day 7 P value

pH at 37C
Control 7.16+0.03 7.14£0.03 7.10£0.04 6.85+0.06 <0.001
Test 7.26+007 T 724007 T 7.18+0.07 750+0.05

pO2 (mmHg)
Control 1290116 1331+83 1324+11.8 139.3+6.4 <0.001
Test 150.1+69%F 153946+ 151.8+81% 1526+6.8

pCO2 (mmHg)
Control 324+26 31.0+26 306+24 290+26 <0.05
Test 359+6.7 31.3£39 29.3+32 125+14%

Glucose (mmol/1)
Control 205+1.6 19717 190+1.7 154+19 <0.001
Test 44+02% 27+04% 1.3+05% 00+0.0%

Lactate (mmol/I)
Control 5409 6.6+09 79+10 14717 <0.001
Test 31+04% 6.0+0.7 85+09 99+06%

Bicarbonate (mmol/])
Control 11.3+1.0 101+1.0 9.0+08 49+10 <0.001
Test 154+0.7 % 130+11% 105+1.2 94+09%

PLT count (x 10%/ul)
Control 1049+87 1046 9.0 1039+87 100.2+10.0 NS
Test 98.6 +10.5 98.6+9.9 97.1+97 777+114

HSR (%)
Control 733%6.1 69.9+56 69.4+5.6 624+6.7 NS
Test 66.6 +3.3 70.3+56 716+35 65.6+5.8

MPYV (fl)
Control 9.2=0. 92+0.7 92+06 95+0.7 NS
Test 92+0.7 93%08 93+08 10307

Aggregation response (%)

Collagen (10pg/ml)
Control 66.1 £20.8 63.6+19.8 59.3+20.8 490+ 144 NS
Test 67.3+21.7 66.3+16.9 655+17.3 431+169

MMP (FL2/FL1)
Control 52+27 53+24 51+22 24+08 <0.001
Test 37+34 29+16 19+1.1 0.7+03

ATP (umol/10"PLTs)
Control 47+14 47+13 45+09 41+13 NS
Test 34+09 36+08 3507 32+15

CD62P (%)
Control 16.6+3.7 21.3+52 279+6.2 61.7+6.3 <0.001
Test 195+35 191+21 192277 305+33%

CD42b (MFI)
Control 1006 +18.6 108.2 +20.7 1094 +£21.1 1302205 NS
Test 90.7£22.8 978+145 1069+11.3 1121+168 %

Annexin V (%)
Control 47+1. 69+17 9.3+30 229+85 NS
Test 62+16 58+15 6.1+23 246+44

PAC-1 (MFT)
Control 55+4.0 54+40 49+29 51+33 NS
Test 64+45 6.1+42 57+34 7151

Obtained using a two-way analysis of variance with repeated measures indicating an overall difference between groups and
days.

* Data represent mean * standard deviation; n=8,

T p<0.05 and

¥ p<0.01 on the same day, determined with post hoc Bonferroni correction for multiple comparisons.

HSR = hypotonic shock response; MFI=mean fluorescence intensity; MMP = mitochondrial membrane potential; MPV = mean
platelet volume; NS = nonsignificant; PLTs = platelets.

72U/ %, 100% ISEERAF L 720/ CRPEE) & L72. Study 1 Ti&, ACP215 TPt L 72 /MR D i 2
7203 TR L 72 /MR in vitro TOME & LK X, e 3HHEETIE100% MAEILRAE L 720
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Table 4 Comparison of the accumulation levels of PDMP, RANTES, and sCD40L (Study 1)*

Days after washing

Day 1 Day 2 Day 3 Day 7 P value
PDMP (U/108PLTs)
Control 47+25 58+20 76+23 243+52 <0.001
Test 153+6.0% 154+44% 135+31 209+37
RANTES (ng/ml)
Control 70.7x£22.3 91.3+135 1128 +28.3 144.1+28.0 <0.001
Test 41450 479+55F 61.0+162F 1150+37.3
sCD40L (ng/ml)
Control 68+24 89+34 98+35 128+4.0 <0.001
Test 24+1.1 28*16% 30+16% 24177
Obtained using a two-way analysis of variance with repeated measures indicating an overall difference between groups
and days.
* Data represent mean * standard deviation; n=38.
T P<0.05 and

# P<0.01 on the same day, determined with post hoc Bonferroni correction for multiple comparisons.
NS =nonsignificant; PLTs = platelets; PDMPs = platelet-derived microparticles; RANTES =regulated upon activation of
normal T-cell expressed and secreted; sCD40L = soluble CD40 ligand.
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TELREMEND 5.
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TOPREIZB W T, Veeraputhiran et al* i, AP
i )2 OF neutral calcium - free Ringer's acetate TPEEF L
72 1f/IMRK D CD62P FEBL=RAT T & g L€ 14 5 L
HL7ZEa/RL7 ACP215 TOWHEICHT 2,4 D
WFEOWFE T, M-sol TH L 2z 1L/~ > CD62P
FEBIRIIBRFAT L D 16 55 <, 22 f5o¥mEz R L7z
HAFHEL) DEr o722 E2HE LT RS, KL T
13 ACP215 T 1.5 f5o¥din, FFPTid 21 fFoshnss
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WHALORBERHFAECTXLHPETHLEEZOLND.
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S TH - 72720 EMERFERIEAHTH 5.
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kb0t Ez26N5. EEHIELTY VRS b
V2o b ) ICERBEZHHTLE, LV REL
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Table 5 In vitro properties of PLTs washed with a manual method (control) and ACP215 system (test) (Study 2)*

Days after washing

Day 1 Day 2 Day 3 Day 7 P value

pH at 37C
Control 7.28+0.05 7.30+0.06 7.25+0.09 746 +0.04 NS
Test 7.30+0.04 7.30+0.04 7.23+0.08 751+0.05

pO2 (mmHg)
Control 151.0£55 159.8 6.0 1608139 157044 NS
Test 156172 161.3+6.2 1579+50 160.9 +5.6

pCO2 (mmHg)
Control 338+37 276+27 260+2.1 11.5+1.0 NS
Test 334+32 286+14 281+17 11.1+1.2

Glucose (mmol/1)
Control 512+0.34 350+0.53 215+0.83 0.00+0.01 NS
Test 4.85+0.33 3.27+0.36 1.90 £ 0.58 0.01+0.01

Lactate (mmol/I)
Control 2.69+0.62 5.68 +1.06 8.33+1.79 1343+1.21 NS
Test 2.70+0.68 5.69+0.99 841+157 1393 +1.57

Bicarbonate (mmol/1)
Control 155+0.7 131+0.38 11.1+1.7 84+05 NS
Test 16.0+0.9 134+1.0 114£20 90+12

PLT count (X 10%/ul)
Control 96.0+32 95.6+35 94.8+38 809+64 <0.001
Test 90.0+37 90.6 4.0 89.8+33 740+55

HSR (%)
Control 71.3+76 706 +5.3 TAT+6.7 594 +6.3 NS
Test 75.1+65 728 +45 758+53 612+77

MPYV (fl)
Control 89+0.3 89+0.2 704 95+04 NS
Test 89+0.3 90+0.2 89+04 99+04

Aggregation response (%)

Collagen (10pg/ml)
Control 526+5.1 46.0+10.3 475+84 286+9.2 NS
Test 469+76 475+6.8 46.3+4.3 249+76

MMP (FL2/FL1)
Control 3314 2307 17+ 06+0.2 NS
Test 2206 24+12 1.0+03 05+0.1

ATP (umol/10"PLTSs)
Control 36+08 36+12 37+13 30+08 NS
Test 37+10 36+09 37+12 29+08

CD62P (%)
Control 195+6.6 175+5.8 17.2+59 281+55 NS
Test 20.3+6.2 179+6.3 179+6.3 276+80

CD42b (MFI)
Control 85.7+19.3 958 +135 1035+16.0 1142 +34.7 NS
Test 82.9+10.6 88.7+125 968118 96.5+324

Annexin V (%)
Control 52+15 80+45 78+33 182+6.2 NS
Test 77+24 95+44 85+50 240+44

PAC-1 (MFT)
Control 87+37 76+27 74+28 82+29 NS
Test 89+36 77+29 79+35 88+31

Obtained using a two-way analysis of variance with repeated measures indicating an overall difference between groups and
days.

* Data represent mean * standard deviation; n=8.

ATP=adenosine triphosphate; HSR=hypotonic shock response; MFI, mean fluorescence intensity; MMP = mitochondrial
membrane potential; MPV =mean platelet volume; NS = nonsignificant; PLT = platelet.

FLEREA ORI R H+ A LI L, ZofiRE HL3 2 [EHMEDYE < U IRIE T 2% M/ IMIERAT B
RKERA & VIRER LA L2720 EEZLNA. ENHZ B E, MMP ELERRAT 7 F VNt VFEH
JC-1 s L 721/ o> FL2/FL1 i, MMP % X WRDHLNDL T EHPHRESINTWSY, Study 1 Tid,
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Table 6 Comparison of the accumulation levels of PDMP, RANTES, and sCD40L (Study 2)*

Days after washing

Day 1 Day 2 Day 3 Day 7 P value
PDMP (U/103PLTs)
Control 6.1+16 82+32 64+15 11.3+33 <0.001
Test 166+34% 165+26% 149+27 % 241%61%
RANTES (ng/ml)
Control 35472 444+92 536=12.1 96.9+21.0 NS
Test 358+9.1 47477 585+138 1005+14.0
sCD40L (ng/ml)
Control 1.6+1.0 24+13 31+13 33+14 NS
Test 19+09 27+11 3113 22+12

Obtained using a two-way analysis of variance with repeated measures indicating an overall difference
between groups and days.

* Data represent mean * standard deviation; n=8.

¥ P<0.01 on the same day, determined with post hoc Bonferroni correction for multiple comparisons.

NS =nonsignificant; PLTs = platelets; PDMPs = platelet-derived microparticles; RANTES =regulated upon

activation of normal T-cell expressed and secreted; sCD40L = soluble CD40 ligand.
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