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HIMESERMEMIEE (CESS U fcii HLA Class || HiA 14 MmER & SR8 Mm%
RUMEARMIEOHIZEC &2 ARHROZEB 4 T:E

Secondary Publication —
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(F5 5] il B # S MERBEE (transfusion-related acute lung injury : TRALI) ®J%KIZ, $t HLA Class IT Hifkiz
& D EERPUR B HEROWEEAL DS G- L Cnwb & E 2 5D, F72, TRALI OFFAY 25K T B 2 NliAKNE 13 % %
WHEOITHEICE Y FEIN L.

(77 TRALL IC 384) % i K OB BT HLA Class 1T Hifk & HERDSBS-§ 2 WHEME 2 X% 72, TRALL OJ
H K & 72 o 7280 HLA Class [T R MEE (BT HLA-DR Ii4¢) 4T T, b FER MR (peripheral blood
mononuclear cell : PBMNC) & & b lif/MieE A A (human lung microvascular endothelial cells : HMVEC) %
errgE L, MEERMITEDOH ML R, FAOERLZIEE L MEwWHIRANEME (human umbilical vein endo-
thelial cells : HUVEC) & H\2 " TAT» 7z, A &ML, ERFFRICRM L 2 380EGE T X b9 v o @tk 2 e s
AT LXK EHLL 72

[# ]9t HLA-DR Iii%E4F4 F ¢ PBMNCs & HMVECs % 7213 HUVECs # #3389 5 2 & 12X 0, 4 PRz
DEBYEDTHE L7z, O PR OR B IRE L Tz, Jb5538(2 platelet activating factor (PAF) @7 ¥
FITZANTH5B CV-3988 2 RMT 2 2 LIk D, MEE#METTEEIZIZIZZEEHH S N7z $T TNF-o H P
PRE O BUAR & 90 IL-1B FR AU O 5 % LB 38 1295 2 L 12 X Y, HMVECs & HUVEC O3 it
2 ZHER 5 3] S 7.

[Z£2]90 HLA Class I JUAO AT CRNPUR 2 B3 2 HER & MMM #3522k ), mEE
VLT AT S N7, Z ORISIC PAF, TNF-o £ 7213 TL-1B 255 LT b L % % 57z, fE- T, $i HLA Class
ITPURIC & % HEROTEPEILIZ, TRALI S 2 HiKNEORREBIE G35 2 L 2VRg S 7z,

F—T— R JLHLA Class T §ifk, TRALL Y FREMEAMMIEOMWEPEL, M5 B HIIE O & T

AFi X%, Blackwell Publishing #tOFFH @ % &, Transfusion 3 (5551 % 45575 993-1001 2011 4E) IZHB#R & izdwCic 3k
DEMER L7z b D Td 5. (Shinobu Wakamoto, Mitsuhiro Fujihara, Daisuke Takahashi, Koichi Niwa, Shinichiro Sato, Toshiaki Kato, Hiro-
shi Azuma, and Hisami Ikeda: Enhancement of endothelial permeability by coculture with peripheral blood mononuclear cells in the pres-
ence of HLA Class II antibody that was associated with TRALL Transfusion 51 (5): 993—1001, 2011)
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iy 111 BE S S P i B 2 (transfusion-related acute lung
injury : TRALD &, Sl f% 6 B RS LAPI 1 PRI R
PR 3 1 e OV O RVl K 722 & 0 T eIk & £ %
EELWMEEHTH 5. TRALI DA 2 REIRD
—DTH BMAKMEE, WEHIME 0% 81 o HIH A5
FE L CHLAE & B MEASTTHE L, L o0 LA 1 55 R0 1L ER AT
MBS OMIRIIRI T A2 Z LI X D X S hb?Y,

TRALI &, B&EMl s g A cEENS N —

H ok o P H Bk Pk 4E FLE W (biologic response
modifiers : BRMs) ICBEBESNH I LIZLDFIERZ S
NHEEZLNTWSEY, ZNT TOMEREENS,

PU HLA Class I $ifk5% TRALI KRR IZB W TE
FERBREZ L TWAIEATREENTE Y Fito
P C TRALIDPHEIET 5 EEZZ 65N TWwA, HLHLA
Class 1T itk & R4 3 5 MK A5l 2 2 &, ik
IHERPUR 2 S8 L T 2 BE OBk % IHM L L, TNF-

o, IL-1p”, tissue factor } UF leukotoriene B4V 4

1) deigEktmigt v s —
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DRIEMERA T4 =5 —DOFEAZEFET D, E5HI122
NHEDORXF 4 T—4%—3TRALI OfERZ 5| &Sl &
WHIBDOTHDH. L LAaAS, $it HLA Class I Pifk
2 & B HEROIEMEALAS TRALLZ B4 5 ik IE ORI
MBS LTwbEn) ZEoBEENLRIEHIZRZ ST
T\,

I FE TITTR A &, FE 4 IR i g 7E H (non-
hemolytic transfusion reactions : NHTRs) @ J&{ K #5]
& 72 5 724t HLA Class 1T U EIIAES in vitro 1285
THAROEMPUR 2 T 5 & M RMIHEEHE (pe-
ripheral blood mononuclear cells : PBMNCs) % {41k
L, 4 M4 VoL - K ZFET 22 LY, &
52, ZoyikE BIkE ORISR, EICRIS L
HUC R S 7 TNFeoo & TLAB 24 LCIER & M
E#IRPI B (human umbilical vein endothelial cells :
HUVECs) KOt bt/ s PEZAIE (human lung
microvascular endothelial cells : HMVECs) O &% %
XL EZHRELTVLYY, I b 0kEIZ
TRALLJEB R OPURE VT T 2EHT L 2 b o
Tld7Z\WwAS, $UHLA Class IT $UADSHAR O 5 B4R
LU CHEREGREILL, ZofE, Bl sz 5EE
A5 4 L—%— (TNF-o, IL-1B) %% TRALI (25t
BIERTH HMiAEDOT K E 5§ 5 A2 A3
HZERRBLTVS, LALAEDS, & 5\ZHIME
YEH DRI % ML &48-72 in vitro EF NV EHESES 5720
2, UTOREZRETLLENH -7, (1) Lbokk
T, HUHLA Class T HURIC & 0 IR Z RS &
HEMEL, BN UG B o Mm@ TEEH %
TR D B P 2 AT o 7272, PURR ML S o
WG 2> © BIMER 2S59E 3 % T TOIREM % IEREIC K
BLLTWARWI &, (2) TNFo RO LA & voralt
W EE R AT 4 T— & =AM E BTk B S L
TV Z e x MM L7228, B PRiox 74 =2— % —
DG LTVRRELRETE RN L. ThbD
HaZE LT, EHRTo TRALL ORI % in vitro 12T
FigEd™ %124, T HLA-DR IMUAEAFAE T CUiLE PRz AR
& PBMNCs & % L5483 2 EBRRAINE L EZ SN b.

4 13 LART, $THLA Class IT TR B/ INERR]
B & ) TRALIL 28%89E U 729EB &2 il L T 5,
Z ZCAMGES T, T HLA Class I PURIZ & - T TRALI
HFERET B R OFFIICIL Y #7280, TRALT JEFI
KoL HLA-DR IAEDLFAET T PBMNCs & HMVECs
RILERET 5 2 LT LD, HMVECs & (" HUVECs
DEBENPTLHES NE L) hEBE Lz S 5120
BEEMMITEENZFETAHTLLT, ¥4 bAoA
OS5I A, platelet activating factor (PAF) &
U" cysteinyl leukotorienes (CysLTs) O&ENIDWT
Fi VA
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1. 3 HLA Class 11 {4 B34 M 5F

Pt HLA Class IT HUA P i /MR A o fain i X )
TRALI 28%89E L 7245 2 888% L, BEICHRE L TWw 5",
AHEBI O R BFH] & 7 o 72 ML R F — oML & B
HIZDOWT, L HLA Class I, II ¥k, $T human plate-
let antigen (HPA) $t48, $T Human neutrophil antigen
(HNA) koL Zznh2h, Flow-PRA " (One
Lambda ), MPHA (mixed passive haemagglutina-
tion) " (Olympus %), GIFT-FCM (granulocyte im-
munofluorescence test-flow cytometry) #®CA 7 1) —
=7 L7- buiifE s > 237 Hifkid, in-house @ ELISA
T, PU IgG Pufkid passive haemagglutination (PHA) 3
TR U7z, i K 9 — oIt 133t HLA Class II ik
2EEEETH D, HLA-DR4 %= i3 U@ HLA-DR
PUBIZ BSOS L7228, HLA-DR8 & HLA-DRI12 IZi3
LanwZ e RBLTWAY, F7-, FHIMFEX A24
W29 %41 HLA Class I #UE2%5550 1% Td - 72. TRALI
Z58E L7233 HLA-DR1, 4, HLA-A24 234 TH -
720 M FF—ROBHEMEOWTNIZBNWTYH, #it
HPA, HNA $ifk R Ot 7 >3 7 fifkidmib S hie
o Tz ARG TR AEF DI K F— 0Pt HLA Class
I Bofk M P (HU HLA-DR M%) % fiif L7-.

2. PBMNCs DFA%

fEF NEIL(~2%Y 2 26 M %1% T, PBMNCs
ZEREL LYY, RPMI (2338 L 72 (25 % 10°/ml). L HLA-
DR 1Mi4Ei, HLA-A24, 31 &£ HLA-DR4, 10269 5%
PBMNCs (subject 1), HLA-A2, 26 & HLA-DR4, 15
% 4 3 % PBMNCs (subject2), K& (FHLA-A2, 11
& HLA-DR4, 4 % A ¥ 5 PBMNCs (subject3) ® 3
ANOBERHE H K PBMNCs & RRZEKIGT % %%, HLA-A2,
24 & HLA-DRS, 12 #4473 % PBMNCs (subject4),
F OYHLA-A24, 26 & HLA-DRS, 12 # A9 % PBMNCs
(subject5) @ 2 AO#E#H H R PBMNCs & 13506 L
HTwZlkix7u—HA4 A M) —THEREL7. #i#E 3
A® PBMNCs % &7 sk PBMNCs & L, %% 2
A® PBMNCs % &7 FUSEM: PBMNCs & L7-.

3. MEARMEBROEESET v &1

MAE PR ANZ I, HUVEC RO HMVEC (#:12 Cam-
brex Bio Science #1) Z i L 72",

M PRz & 81 7 » £ £ 13, Seynhaeve 590
Fihk—HUE L fTo7. MEWNEMREZ +5 v X
v =)V (65mm diameter, 04um pore size, polyester
membrane : Corning #:) 123 L (25%x10'/ E%),
S5HME#ELCary7vzyrEe L.

P HLA-DR HAEAAAE T 12 TP & PBMNCs
IR T LR, MIEOEE % HET 570, FRE
0.25U/ml ®~/%1) ¥ % N R OB 280U L 7z,
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Fig. 1 Effect of coculture of HMVECs with PBMNCs in
the presence of anti-HLA-DR plasma on endothelial
permeability.

HMVECs on transwell were incubated with cross-match-
positive (n=3) or -negative (n=2) PBMNCs, anti-HLA-
DR plasma or AB plasma, and FITC-labeled dextran for
6 hours. After the incubation, the passage of FITC-la-
beled dextran into the lower chamber of the transwell
was measured. The results of cross-match-positive
PBMNC s are expressed as mean = SD of six independent
experiments performed on three subjects in duplicate
(A). The data from cross-match-negative subjects repre-
sent the mean of four independent experiments per-
formed on two subjects in duplicate (B).

. *p<<0.05

PBMNCs (1x10°), i HLA-DR M4 (R 05%,
vol/vol) K O FITCHE#% 7% X b ~ (05mg/ml ;
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Sigma Chemical #) & + 5 ¥ X 2 VO ESKIZEML,
TEIIFEELRE RSB CTORMOA v F 2~
v avE{T-72(37C, 5% COy). Bafixtige LT, #T
REte b AB 7 — VIiAE (AB BUm4E) %, ByExt
g & L T lipopolysaccharide (LPS) (1ug/ml) % J\»7-.
M55 E MR 594 M A4 », PAF O CsyLT
D BE LD YEE, B A b A 2 HRRIPUR 100
pug/ml), PAF L& 7% —7 % T=Z b (CV-3988 ;
Biomol #t:) F7/2x CysLT L7 —7 % T=Z }
(BAY-u9773 : Biomol f) & 385812 L 7. LEdo
BLER O HEE X, ZhE TICHm shTw sk
F—=yEIFIZLI (A VA A R MPUEY, CV-
3988*~#  BAY-u9773**).

MEEBEOENEWET 720, LEEO%K, L
FARE, TEBRROHORELZENETL— M) —F—
(GMI 1) 12 T#lsE L7z, FEBRIZE T duplicate TIT o
7z. PUHLA-DR iM% KO8 AB Blfidg o= > ¥ b3~
R 13 H 7 I 9 4047 1 (Endotoxin-Single Test Wako,
Wako Cemical #k) 12 TH7 - 7.

4. ETERVERRT

AT AT 1213 KareidaGraph 4.01 (Sinergy Soft-
ware 1) il L 7-. $TUHLA-DR Ifi % ¥ 7212 LPS
2 & B AN R O & T & Rt IRIC BT 5
M5 E M & OFZAEMEL, paired Student’s t-test
W CATo 7z, MEEBEITCEISTTHH A4 A A U
HIHLfk, PAF Lt 7% —F7 > % T= 2 b, %7242 CysLT
L7y =705 TR bORBERLEE1213,
Fisher’s protected least significant difference test (2T
HEAMEZIT-> 72, AREAKEZ p<0.05 2 7=

= R

1. $i HLA-DR Il ¥ 77 7£ T T PBMNCs & HMVECs
EHEET 3 EICL 3 MESEMITTEER

X LI, i HLA-DR Il 4% 7 4 T T PBMNCs &
HMVECs # #3345 2 £ 12X ), HMVECs O%#
PEASTHE SN B 5 &) » &R MET L7z, Pt HLA-DR Ifi4E
BUOBRMESRO ABHEIMFEDOVTIG, ZhZhEh
T HMVECs IZ3N L 7235612103, #8PEe B % 5 2
Ziro 7z (Fig. 1). $T HLA-DR MUEAAAE T TR 2K
itk PBMNCs & HMVECs % 6 Kify, #3845 2 &
W2k, BUNEO ABRIEORA LKL T, A
B M & B TCHEAS A S 7z (Fig. 1A). 6 BE R R
DA vFax— a3y (15 3, 45HH) TIX, A5
ZEMYITEIR SN dh o (RRRET). —H,
RGN PBMNCs % HWC 6 BER 03538 %17 -
A, BREITEIEA SN Do 72 (Fig 1B).
YL HLA-DR Ifii#E1% A24 (2389 %Pt HLA Class I Ptk d
i TETH o 72728, FHURD S FE 1k T HE BB~
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Fig. 2 Effects of anti-cytokine neutralizing antibodies on increased HMVEC permeability induced
by the coculture of HMVECs with PBMNCs in the presence of anti-HLA-DR plasma.
Anti-cytokine neutralizing antibodies or control antibody were added to the coculture of HM-
VECs with cross-match-positive PBMNCs, anti-HLA-DR plasma or AB plasma, and FITC-labeled
dextran. After 6 hour incubation, the passage of FITC-labeled dextran into the lower chamber of
the transwell was measured. The results are expressed as mean =SD of duplicate determinations

of three subjects. *p<<0.05

DG %2 ZETLUENRH 7. LEALERES, KE
SO PBMNCs (2 2 5l & A24 B TH - 7201,
M5 E AT IZA ST (Fig 1B), F7z, AL
Rk PBMNCs i3 3 5 2 BiAS A24 Btk CTH - 7225, &
WYITHEDFLE SNz (Fig 1A). o T A24 HiE &
PURORF M HAE L 72 HMVECs D& #PEruE i 7 S
N2 dpo 72720, JEHERRIC X 5 45 558 MU 1Pt HLA
Class I PUfRIZBES- L T & # 2 iz, Bt i
®DLPS %, HATHMVECS IZEMT A2 EI12& D
HMVECs O & #lk % Joi & 8722 (Fig. 1), LPS fife
TIZBWTESERUGEE PBMNCs % 721321 PBMNCs
& HMVEC #5884 2 L12& ), BB EL 0 b
AEICEVEMYETUEMER 2 7] L7z (Fig. 1). $T HLA-
DR I M OF AB BUfidfErh oo > B b %2 VilEIL 6pg/
ml DT C, 53 ORI 0.03pg/ml LFTH 5
72, SIEVEM 251 &R S 2w, u L VIR
N TwbEEz LN

2. HIEE(IC X 5 HMVECs OEEMTTEICKH T B 5Y
1 M hA RO E

Fee LOMoORIZEHIC XY, SiEERICRS L7z
P HLA Class 11 Jufk7s, PiROFRRMEIRAE L CHLER
ZWMEEL, TNF-o, IL-1B”%, IL-6, % 7:13 IL-8"%%
DY A M A4 VOFEERFET L EIRENT NS,
E 5 12Fk 4 1390 HLA Class I PifkBat 4 & - TG
AL & L7z PBMNCs @ k%% HUVECs ® HMVECs

OFEBRWETLESELZ L2 AHLTWEY, 2o )G
3 TNF-o & IL-1B 1S4 % HrFIHUA O 7 % [F] Ik
WY % &, A& P TCE R 3 5E A I
BN, 22T, ARG ORI B W A E m ik
TR FHET LR 2 RET S50, Y14 P AL D
B 5% 7z, PLHLA-DR MAEAEAE FI2B U 52K
JE k1 PBMNCs & HMVECs ® 3353812 TNF-o, IL-
1B, IL6, F7213 IL-8 oLk ZRmmL, M E#
HIERHIER oG T2 e Lz, IL-1B, 1L6, F7z
(& IL-8 ORIk AT, 15 % kT
WL, AEZWHMEZ RS 225725, TNF-o
OHHIPUKIZER S TIEdH 5205, A B RIMEIEH %25
L7z (Fig.2). L TNF-o0, IL-1B AFIHLARD M 5 % [l g
WZHERESE IS L T, BU TNF-o ALK B AR O 1 1]
S LT, MERIROMIRIEIA DN o 7.

3. HEEE(Z X D HMVECs OB EMITEICKT 5 PAF
FhEEFCyLT LET -7 4d_ZNDOEE

Pt TNF-o RGOS, FLR5281C X 2 I8 &8 T
Z5EAIIH L 2 0o 72728, TNF-o DA O K F5%
1 PTG L Cw b L 2 HN7z PAF
K EOFE I BN CTEELREHZH) A 74—
7 —TdH 55, F72, CysLTs b & @M ITHE IR
5422 I Twab?. PAF & CysLTs 13i%
AL SNAZHEERIZBWTHAR SN Y 22T, &%
BB PBMNCs } OF HMVECs O 3t5538(2 PAF L
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Fig. 3 Effects of antagonists of PAF or CysLT receptor on increase in endothelial permeability
induced by coculture of HMVECs with PBMNC in the presence of anti-HLA-DR plasma.
CV-3988, a PAF receptor antagonist, or BAY-u9773, a CysLT receptor antagonist were added to
the coculture of HMVECs with cross-match-positive PBMNCs, anti-HLA-DR plasma or AB plas-
ma, and FITC-labeled dextran. After 6 hour incubation, the passage of FITC-labeled dextran into
the lower chamber of the transwell was measured. The results are expressed as mean=SD of

duplicate determinations of three subjects. *p<<0.05

7y =07 vy T=A b (CV-3988) %7213 CysLT
Ve 7y —7 vy T=A 1 (BAY-u9773) # M L C,
155 5% MV TTHE LR 2 5 B A 7z, CV-3988(25,
50uM) (213 1F5E401C HMVECs O 3% i otk 5O % )
il L7225, BAY-u9773 (3:& @M U SUS B % 5- 2
o7z (Fig. 3).

4. ¥ HLA-DR [M#F D FFZE T T PBMNCs & HUVECs
EHEET S EICLIMEBEETTEER

PL HLA Class IT Hi812 & 2 HERO TG AL I AN 722
%L, B, FME RO R & oIEEIE
M EEH CHEZICA LN AEIRICO LS L TwaT1]
BEMEASE 2 SN D, 2D L H 5, HMVECs DAt odii
EM AL & PBMNCs & % $T HLA-DR IEAE T C
R U2 A 1D M &M ESTTE S 5 L HEN S
N5, 22T, HUVECs # fiv, HEFITB 2 Mm%
B TUHE D A M % FH X 72, BT HLA-DR I % K ORa
RO AB B WD, 22T HUVECs
R L7235A0201E, M EaMEwBr 5.2 kdo
72 (Fig.4). Pt HLA-DR M AEAFAE T C& 2 RO B 1
PBMNCs & HUVECs % 6 i, b4 52 L2k b,
Btk iio AB B OR& L IR L T, AELEH
PETCHEDS A 7= (Fig 4A). 6 BRRIRI DA ~ F 2 x—
Ta v (15 3, 45 W) TiE, AEAEEEITTER
Aohkroiz RRERREST). —F, KREKSEE
PBMNCs % H\C 6 ¢ D I3 % 17 - 723551218,
BEPETTHEIE A 5 N b5 72 (Fig 4B). B o LPS

FAETIZB1F 5 PBMNCs & HUVEC 36553813, PBMNCs
&Pt HLA-DR 4 & o387 ORI B <, AR
EWIMEZ#ELEEFE L 72 (Fig.4). LPS B
X 54 E @Y TCEEHIE DT TH - 72 (Fig.4).

X512, AR TH SN2 HUVECs O & TS
L, 4 b A4 T 2 PHIPUA RO PAF 7213
CysLTs DLt 7% —7 ¥ T=X M52 B8 %
N7z, TNF-0, IL-1B, IL-6, ¥ 7213 IL-8 O HAIHifkZ
NENHARCI, M EEYETCHEICR L, A5 23]
WHFEIRE o 7295, TNF-o & IL-1B 12h5 % il
Putk % MR ISR ICRINT 2 2 &2 X Y, M5
HICHEIZER T lE D % A%, AR S 7z (Fig. 5A).
CV-3988 (50uM) 1 IEIF5e4 |2 A 7% W Pk T e BSOS %
PO L 72258, BAY-u9773 135 @ M yu iSOG 2 8 % 5
Z7Mh o7 (Fig. 5B).

z =

TRALI (ZBV) 2 Ml S 14 0 % kA THES %

LIZX DEFE SN A, TRALI OFRREKIZIZ, MK
HHFI T OPL HLA Class [T HUARIC & 2 BE O HEROTEN:
(LA EELHZE 2 R LTWB2™Y §hbb, PRI
X % HERIE AL AN NS Z 8 P TCAEVEF O FFE I B 59
HEEZOLNTWA, AMEFHIZBWT, F41E, TRALI
JiE B B & o Bt HLA-DR Ifil %% 7 7£ T < PBMNCs &
HMVECs ¥ 7213 HUVECs # #9252 212k D,
PUAROFERMEI KA L CiiiE ZdtEr it shs 2 &
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Fig. 4 Effect of coculture of HUVECs with PBMNCs in

the presence of anti-HLA-DR plasma on endothelial
permeability.
HUVECs on transwell were incubated with cross-match-
positive (n=3) or -negative (n=2) PBMNCs, anti-HLA-
DR plasma or AB plasma, and FITC-labeled dextran for
6 hours. After the incubation, the passage of FITC-la-
beled dextran into the lower chamber of the transwell
was measured. The results of cross-match-positive
PBMNCs are expressed as mean =SD of duplicate deter-
minations of three subjects (A). The data from cross-
match-negative subjects represent the mean of duplicate
determinations of two subjects (B). *p<<0.05
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95 wbhTw st 6 R O#PANIZA > T
Wb, L2 L%ad 5, % o TRALL Id#ffE 2 KL
WIZFIET % L) BEd B 4. in vitro DI 4 DR
& in vivo DEIWEMFERER BN TEHED A U 5 Z & OFH
D—2& LT, FAx DL FEE 7))V id TRALI O] Two-
event model [ TIREZENTWAIRFZEATV RV
EWEZBbNS. [Two-event model| i3 TRALI 235
SET AT ZHMTH2DICIRBENTVWEIHTD
%% [ Two-event model]® first event I&, HH DR
FERIGER LT, MimE MM SRE D FEFEITDO %
MHIEHALIRBICH Y, FHERAMICER L T D S
& #3879, second event i, FILiZ £ O HT HNA Fifkx
BRMs ICEEMESREINLZ ETH Y, i<
TI4 IV 7 INRREICH B UFHERIT second event
W&o TR I NS, 5] & THEEALLFHhERAS I
BN R O B K N4 & T % 758 L, TRALL
MEIETH EEZ HNTWAD, IFhERIZIERIRETIX
HLA Class I HUEZHH L T w/zo, FPUKIZE
BAPhER 2 G L 2w e E 2 515, Lo L, §t HLA
Class T HURIC & o TIEMLE MBS E D
TNF-0 R IL-1p""" 23k & 16 AL 3 2 W REME S 5.
L 72455 T, Pt HLA Class II JLkIC & 2 HERIG AL DS
[ Two-event model | second event (27 1) f5:5 Z & 2F
REEINS. s DIRFEE TNV CTldPt HLA Class II
PURBEMORBIZ LY, 6 DA >V F 2= 32T
M ZEHEITESIS S L7272, 2 oEBSRICI
BRI EZ 7594 I v 73 A8EEMA, S 5ICH
RERAZ NS % &, M E @M ITTES RS 2 R 2
BE2, »H5VIIISAHEmMING LHENINS.
ABEHIBWT, A4 IEPAF L7y —T7 ¥ T2
A NTHAH CV-3988 Z WHAITHRIMTH 2 LI12& D,
112524512 HMVECs & U° HUVECs &t 23
HlshrzZ & 2R L7 PAF @3k 4 R RERS %251 &
B SAIEERE TH DO, BBk, v sa 77—
T, WEkrER, MUEHI K OV I RIS o FE £ ol
FEDTEHEACITAE > TEE SN EH20229 2o A HEE:
ZAET, MUV FILERIC RS B i L, ot
W5 2 Wk T AR & 568 270, B & o B
ETNVITBWTIE, PAF 0512 & o THio & %8
PETCHELS & B AKIEASHRE S NS 2 &, S 51T, LPS
$HAZ & B SN R OB € 7V TId, CV-3988 % 4%
B3z 012XY, MiARKBEOEE MR SND 2 L
WEEINTVEY, fEoT, Fr DRSS, L HLA-
DR IAEFAAE T TR 2GR PBMNCs & I PN B2 A
oz R4 52 LICX ), PAF A S, MEE
WIEZ TSR LEFD—D L %25 TV B HEMEAE
Z BN A, invitro ® FEER I IEF#E 12 in vivo @ TRALIL
DIRWE BT 5 Z L IETERVD, RREHREE S,
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Fig. 5 Effects of neutralizing antibodies to cytokines anti-cytokine neutralizing antibodies and
antagonists of PAF or CysLT receptor on the increase in HUVEC permeability.
Anti-cytokine neutralizing antibodies or control antibody (A), and CV-3988, BAY-u9773, or Etha-
nol (ETOH, a vehicle control) (B) were added to the coculture of HUVECs with cross-match-posi-
tive PBMNCs, anti-HLA-DR plasma or AB plasma, and FITC-labeled dextran. After 6 hour incu-
bation, the passage of FITC-labeled dextran into the lower chamber of the transwell was
measured. The results are expressed as mean = SD of duplicate determinations of three subjects.
*p<0.05

Pt HLA Class IT JUADEIR & 72 > THE S L5 TRALL TELPozl & THAH. PAF FF2E 72012
IZPAF 25 LTV B REMA RIS NS, L L% M2 L WA T 3NTBY™®, Fr0FEBERICE
25, PAF OBE5 2821 512134 OMEHITIELT I} % PAF OIEH L2 WHET 2 LEN DL EEZLN
WCRTHRARD - 72, —olF, HERICBIT S PAF 72. oI, invitro TPAF % HMVECs (iR L,
DFELE O Z T ELISA kit 12 T 7228, WMl AR PAF oI & TTEER R T, & ORUSIZ
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3% CV-3988 D S EH OWllsE % ik 7225, MR PAF
12 X 5 HMVECs O:& Pt & U8 CV-3988 DM
DWITNLEMETE Lh o/l b ThHAH. T, &
#%, TRALIZJEICBT 5 PAF OFEZH S22 5
720, SLRIMEPLETHS.

ARREHZB VT, $U TNF-o ALK F 721& TNF-o
J O TL-1B O WA O )7 % R IR 2R3 %
Zri2& ), HMVECs % 721& HUVECs O i3 %
JCHEDS, FNENIOHNCHHFI S N2 E ZR LT
HERIZB VT, TNF-o T 7203 IL-1B VA S, i
EEBEITEOFEICHE L TWD I LRI ns
D, TNSEOH A A4 IFEEEEICBWTCIE, Hul
7 A7 4 =7 —Li3E 212w, Diick 4 254
HELERT AEREEELY, PLHLA Class 1T
PRIZ X o TiEMAL & 7z PBMNCs O _Big Izt
N7z TNF-o & IL-1B OFEIC X ) HMVECs %7213 HU-
VECs O & @M iEDFHFE I 72, e O5 O H
&, B OFERIZ BT, M EEYETHEICxT % TNF-
o & IL-1B OG- OREMR L 2 D1, Titllil s I
FMDENPR—HERoTWDLEEZLNS. FIHIO
MeEdclx, 7o, M5 N MBIES4E T T PBMNCs
2Pt HLA Class 1T PufkBztk i % /5 S & CRO6 1
ZERRIL, o RiE% MmN L T 6 ki
BICEBETER RN L. EAMTEEN 2 AT 5
K EiE %15 5121% HMVECs O34 20 KRy, HU-
VECs D¥AICIZ 3MMAE L. 202 &b, Hilb
ORETTIE, Pt HLA Class IT JufRBEPE11%E & PBMNCs
DA VFaR—Y g VX o TSN TNF-a
& IL-1P DEEDR, ThSH A b4 Y OEHO AT
EBBYITERFET L0 RIRETH - 72D
xF L, ARME O 6 KM oL TR L X L7 TNF-o
& IL-1B DEEEE, At H A v HACTE BT THEIER
FHETHIRBAT I THoTEELZLNSL, b —
DOMME LT, KBGO LR #1E TNF-o & IL1B
HREDOWBNERE L2 AT 4 =7 —IZZ, PR
D\ PAF OG5 %5l C& 2EBRTH D 2 L 2%
Z 5N 5. PAF, TNF-o % OF IL-1B (& &2Vl BE 2 0 9%
RE2FETLEFTH DI EDPMONTWBEY. K
2B WT TNF-o K O IL-1B O M55 5% s 0T 3 SO V2
T AHHEGIEERTTH - 7255, ¥t HLA Class I ikl
X o THAET % TRALI OFRBILIZ, T HDH A b
H 4 & PAF AHIZFEMIE TV B MTREMEAVRIZ S
5.

Ht HLA Class II $ifk® TRALI Z&HE~ D 5 % -~
5728, AKESTIE, TRALISEBI OB REH & 7 72
F 9 —H2kH0 HLA-DR Mg % fv 7z, PRI B v
T, s FIAME TR L 2-HuiimsE & i35 o, TRALI
T % g i E R FREST EH R O Bt HLA Class 1T 50K
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PRI FE4E T 12 C PBMNCs & HUVECs #3t55#84 %
Z LI o THHUADFERME (DR13) [24KAF L T HU-
VECs D& #MEEDTLHET 22 2RI LTWA (F—%
RET). SO, REETTAR S N &R
#7%, TRALT SEFIH K O$HT HLA Class IT HiAR 721 2R
EENBEM TRV EZRLTWA. 72, Ak
i3, HMVECs 7213 ©7% <, HUVECs O & # it
YFHFEEINS-Z DS, PLHLA Class ITHifRIC X B H
Bt bix, TRALLICB BHiKEZ TR, 3
B, RIS N O IRIE 7 & o JEs ik i i g4 T
BREIC A SN HERICH BIG-3 2 WA VRIE S .
TRALI FEG 3k & o fi i &I Bk o3t HLA Class
Itk OWE DN, BRETEAHTHSL, &
® & 5 7Pt HLA Class II $ifh2 TRALI # FHE S 5
DONEMFHT 5 720121%, 4%, TRALUER], ot
IR VEFSE B, el sk o3t HLA Class IT itk otk
BORMBLETH 5.

BhIC

TRALI &4 HLA-DR 4775 T 12 C PBMNCs
X HMVECs % 7213 HUVECs # #8332 2 L1241,
PUKDFRFE RS LT, A 8 M TOAE SIS A3 355
SRz, HERFRIZBWT, PAF, TNFo, %W IL-
IB A S, SRED AT 4 T— & — HSIE B
TOEZFEL TWE EEZ LN Fx OiERITPLHLA
Class II Fiffic & 2RO L L TRALL 384E &
DOMHENZEMNITLIDTHLEEZONS.
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