Japanese Journal of Transfusion and Cell Therapy, Vol. 52. No.5 52(5) : 589—598, 2006

B &
Pt CD36 HUARR P 12 X 2 M/ IMIE YA L & DTiit & oo BE

AARETYEEY R Y Emr o LY AR R
EmE—RY s PP RE OERY A T
AR M Rk BT R et ik R
H W mE AR

VAL > 5 —

DRI > 5 —

VE RS P 5 —

ORI Y 8 —

KB AL > 5 —

O A L 5 —

* BAA AL AR o ST (BT R)

CPEI74 11 H 7 B5A)
CPE 184 3 F 24 HZBH)

UL G B VL B A3 CEH AL RE 2 A 3 2 5818, VMR O A7 537, JEVE
MEEH (nonhemolytic transfusion reactions : NHTRs) ##E T AW REMIVRIBEI N TWS, F4
XN F TS, NHTRs (Y3 v 27) &M %5 L 72 #A o F+h— (f = %L 0 SS) H
bt CD36 HULARREPE MAE A3 5 A /MRS LRE 2 /R L7z 2 &, AIEF O ¥ F—HRPUMTE (SS se-
rum) DA, 13 Bid 1 BlofE A RPL CD36 JiikBE P (Bt CD36 M) 2B\ CTl/MiEgEE
DFERALNI-Z L2 E LTS, &4 CD36 MiFIcBWT, M/MUEHALRRICE ARSI Z
L, Pt CD36 LB MR EH A NHTRs 2 5583 2 0B 2 HET BRI T 5 2 L 2R
LTWwaEEZONA. 4N, $i CD36 UL OPURGAPUULIEIC & 2 M/MAEEILEE DA HEIZ B S
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X128 IZHEW S 5 &, M/MKIEHALREIZ A S e dr o 72 BUIV/IMEPUED 2, Bl MRS
LREZ R S s, IREOIM/ME 7 T = A t OFTE T IZB W TV MUEEILTER % /R 3 iR D TE
THIEDPASONTWS, AKErTlE, SSserum & serum #1 % Z N ENPUMM x256 & x341 IZAR
T 5 &, M/MURERRRDT 528, RBEOIE AT ¥ EOMPEMEHICL Y, Pl x512 O &Ll
HEHMIC L 2 BERLEFAEOME THML 2. —F, PUfll x128 127 L 72 SS serum, serum #1
T OHUl x128 LUF oot CD36 HitiEix, TE A7) YHEETICBW T M/MKERE RO 13 FE
Lol
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CD36 (ZIM/MROEMEH O —>T, hurK
ARV B L Wceollagend L 75 —Th
27 MMROAIZ & CD36 1£Z Ik o Mg 12 5Bl
LCEY, ~r7u77—YTlEE L LDL D A A X
VIV =L TSI —ROT R AHMBBOR
Wk, MM TR~ ) TIRYGRINER & OBAE %
5 501, TR CIRESKBRO 5 > X
A== LTHRELTWVWSEY, vhriZBWT
CD36 XA H b, /MR, HEERZIZLDE LT,
CD36 #3853 5 &=TOHMIED CD36 »/RKIE L T
Wa ITHIKRIEE, IM/IMID A D CD36 23K L T
Wb I RURIEAAAAET Y. CD36 O I RIKIEH
W E I LR ARIZ & 1), CD36 IZE&E X LTht CD36
PRz AT A, e TizL Yy ¥y b
DT CD36 PR A ML/ MLA I ZE", iy I 1 4%
B OB E 2D 2 &, S BV TR OH
CD36 HLfRH T A= W H o M /MR AMED” O
JHHE 2% 2 EMEINT VA5,

IR IR L & o CTREA: S Mz HUI/ IMRBUAR 13
M/MRICHEET 5725 TR, I/MRIERE L%
AT 256058 5, M/MUZER I 4 0 %
SEVEAEE R 2 &4 L, WEMEBICE- TRgH
I 5780, AN L M/MIE LIS IS RS D
FHENZOBRDVBDLWEENEZ LN TWAEY, Th
5D &R SEIMIZE T, Pl MR
BACHE A LT IMOEAEZ T S 2 37217 Th
<, M/MRZEH LT 22 12k D, RIERSZ
FHE L, JEEE Mk El /% (nonhemolytic trans-
fusion reactions : NHTRs) OFIEIC b 59 51
REVEAVRIZ S NS,

&1L, HiEEAEIMNAE (fresh frozen plasma ;
FFP) oGz X ), ¥ a v 7 & i/IMURAE %
£ L7z NHTRs FEFINZ BT, FFP HIZHul/ MK
Pk TH %, PLCD36 itk (IgG) M L7z,
COIEBNC BT, BIVEH OB & 7% - 7258
CD36 kB P 4E (PL CD36 Ifi4E) 7%, in vitro
TN 2 B2 A L, /MRS
B SZFETLI L2 RBLTWS. 5
W22 ORGE, /ML E BRI Fe L & 7
% — (human platelet Fc receptor ; FcyRIIa) K4
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WchHb &, 72, Pt CD36 M3 5 il /IME
ORISR EZEDS DY, TOEKRE LT, i/
M & SSplasma & DRZEFICOFEEE, K UL/ MR
1+ CD36 JUJE & FeyRIla OFEHEAEE- LTW5
CEEHELTVAS. IThooiERIE, HLCD36
PR NHTRs © LK & 72 % W gg 1k, K OV 4L
CD36 Pk L4 (C X ) NHTRs A 584ET %
BRIV Y EL Y M OERDE G35 W REME % 5
CRBT 5 EH|BEINDLY. 512, RERI LS
@ 13 %1 @ $t CD36 i f B & 1 3F  (HL CD36 i
) 1Z2oWT, M/MIESERS 2 i & L, AR
WEHEZ TR, HBEWPRGOE W 1 o
MFEIZBWTHREOFENAOLONDL I L ERL
720 Lo Laeds, Zotloit CD36 ILiE AL
INEEE B L o Z2BHIEIAHTH o 7.

AREHIBWTIE, Pt CD36 MLiE O M/ M T
1LeZ HE T A& LCHURMIICaEH L, $im
1B & B M/ MIGE AL D BURGARAE 12 D TR
WraikAaiz, ThFE comaTizyi CD36 Mg o fl
Baeinl, PuliFic & 2 m/MRESERIG, vk
M5 DRIEET TS A ~ RANTES O it Hi )
&, BROEPILEOPUEMGZE L. 35128
CD36 i & /M7 T=A M THLHTERTY
v & OMFLEH & Bl & O BE P IZ D v TGS
Eiio 7.

EBRFHE

1. #HIRIF

(1) NHTRs o J5 K %] H >k 5t CD36 IiLiE : L
YL Y ML, KRB O FRETT 6 Hik
2, BiMOYEED 7280, FRIMEKEH KO FFP O
Mmzzr, ¥avz&lMER E5ELR:. W
MAZAEH S 7= M A 2 k& L 7245 %, FFP
HZHL CD36 fiufhk (IgG AL ZMH L7z, AE
Bilo, Pt CD36 HifkFE: FEP DI K+ — (4 =
T x5 SS) DIl (SSserum) %, [FHEEHET
R L7z i N+ —1% 28 otk (kA : B
#l) T, CD36 D IMRIBETH -7z, 2 EOHE
B2 0, LRSS - 721, (2) s AR
CD36 IfiL 35 : 14 1 @ T CD36 ML i (serum #1~
#14). (3) M/MREFIIAIS S % 3k L 72 8& (1 41) H
Pt CD36 I (serum #15). (4) Mg &
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LT, it CD36 pufRkatt AB M2 i L 72,

2. M/MMROEEERES KTCBERICOAIE

B #ofdE AT, SS serum HMIZ X 0 I/ IR
PALRFEIND Z L AbHh o T b CD36 Btk
H34Y, SSserum IZX L THBZ RS W
CD36 k& 1 "W aZ L L, &l (7 =
F MU A 25 &I/MIILEE (platelet rich
plasma ; PRP) #F# L7, M/MREERT (PA-
200 : KOWA) (2, PRP (24t CD36 IfiLii5 (60u1)
F 23R R AB Bl 2RI L CiRE L,
M/MEEREZE L. ¥R T7) Y (T—2
L4) OMFEERHOBEICBW T, T, =Y
7Y Y HMTIRIMMUERE 2 555 L 2 WiRE %
BB BV TIREL:. FHLAZERTY)
YOI 0125~1uM Th o7z, TEHTY >
EPRP#545M7TLA v Far—va v iz,
PL CD36 Mi{E F 7z 13 & LT, AB R = &
U7z, BERSO RS B 2RI L, ELISA kit
(R&D Systems) i2T RANTES % & & % L 7-.

3. 1t cD36 MEDHLIFEDAIE

PRP # 10 mM EDTA-PBS {2 T 10l % # L,
PBS (25173 L CTHR4E L 72 M/ i 0 9 2 v
72, x1~x4,096 F TAHM L 729t CD36 ML F 721
Rt IR & /iR &2 30 430, Z|IEICTA Y Fa
~N— L7, PE ki b 1gG & 20 77/, =
IS TA F 2=} L7 SOUEGERSURIC L 5
Jettith, EDTA-PBSICT1HPEHEL, i (500
) WCHRE L. 7a—H%4 b A MY — (LSR,
BD) 2T, Scatter gram - T/ % FEFHIR I
F—bEEEL, FHIROURELINELZ. P
HOGHE O M (Bt CD36 1ML/ FEtkrtig) 32 DLk
& 7 Bt OB & Pifliii & L7,

4. 1 HLA fifA DR E

HLHLA T 1K @ # 1 1 Flow-PRA % (One
Lambda, Inc. )2 & D 475 7.

5. ¥RETERVEELT

L CD36 i1 & 2 /MK D RANTES B )
OO EAEMEL paired ttest 12X VW iT o7z, H
KL p<0.05 & V7.
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1. #i CD36 MiEIC & 2 M/ MiEHE1E

SS serum K U 15 @4t CD36 IiLiE 122w\ T,
CD36 Bt N, 3B % I /MG P L g
% MRS & /MED o BURCIETET 5
FHEM: 4 €A 4 ~ RANTES O W RS % $5 5 &
LCHME L7 (Fig.1, Fig.2). NHTRs IZBE5-L
72 ¥ — (SS) Hi3kHt CD36 M4 % miEfk L 72 SS
serum, ¥ 7213 serum #1 & PRP DA ¥ F 2 X—
Yavizky, MMREERS (Fig 1A, B) R
RANTES Ot iUt (Fig.2) 25 Shrz. SS
serum B O serum #1 & CD36 Bk Il /MR 23 L
TH/MEIEHAL 2 FE L 22> 72 (Fig. 1D, E,
Fig.2). #it-> T, SSserum K& O serum #1 2L %
/MRS L D 781X, CD36 ICHFRITH D &
%z b7z, serum #2 ~ serum #1512 X % I/
BAGHEALIZ A SN o 72 (Fig. 2). i, Fatst i
@ AB BIME X, M/MIOEHALZFE L do 72
(Fig. 1C, F, Fig.2).

2. 1 CD36 MiF I & 2 M/MRIEME & #Hik M
BEOHAME & DRIENM

BERRINTE OPUAAN & Mg L 7R5R, M/ MIGE T
b % 33 3 % HL CD36 Il il @ i A Al 1X x512 T
Ho7zDITH L, M/MUIEYEL % 7538 L 22 Wi
W OFAMMIZ VTR D x128 LT Ch o7 (Fig.
2). ¥/, serum #2, #313HTL HLA class I Pifkd
B TdH o7 (Fig. 2).

Pt CD36 i 12 & % M/ MR G PEAL O Fraflli kA
HEFNRL 720, SSserum F 7213 serum #1 % A
L, CD36 Bt 2 B (subject #1, #2) 12
B 5 IM/MRIEHALEE % F1-X72. Fig. 3A 12 SS se-
rum {2 & 5 I /NHCEE 45 il KR o B B 2 ) oo Ju R
Bl R L7 YUkl x512 123815 5, HERE 2 41
O, M/ME D KEEES 1L 545% (mean - n=2) T
B o 7278, Puikfli x256 TlE 315% (AL F L, x128
TIIEE OIS L 72, g 2 1o RANTES
OGS, Piffti x512 @ 549 ng/m! (mean :
n=2)75, x256 T 46.3ng/ml, x128 T 20.2 ng/
ml 21 F L 72 (Fig. 3B). serum #1 % HT & i
x341, x256 [ZHI%$ 5 L ST 5 L, subject
#1 OYEL, RRBEFORTIE 200, T



592

Japanese Journal of Transfusion and Cell Therapy, Vol. 52. No. 5

(A) (B} ()
control serum vs.
100 58 serum vs, CD36(+) donor 100 serum #1 vs. CO38(+) donor 100 CD36(+) donor
g = £
% c e
g i
82 |4 el |4 g
= 0 w ®
T 1 T 1 I 1
o1 11 min 01 11 min o1 11 min
(0) (€) (F) control serum vs.
35 serum vs. CD36(-) donor serum #1 vs. CO36(-)donor CDas(-)donor
100 il 100
£ £ £
5 § 5
5 3 g
: gl || g |4
= yechand = & o
1} I:IT""'
=T 1 * = 1 " T 1
01 11 min 01 11 min 01 11 min

Fig. 1 Effect of anti-CD36 sera on platelet aggregation.
SS serum and anti-CD36 serum #1 induced aggregation in CD36-positive platelets (A,
B). SS serum and anti-CD36 serum #1 did not induce aggregation in CD36-negative
platelets (D, E). Negative control serum (AB serum) did not cause platelet aggre-
gation (C, F). PRP was incubated with anti-CD36 sera on an aggregometer for the
measurement of platelet aggregation. Anti-CD36 sera or negative control serum was
added at the time indicated by the arrow. Data on platelet aggregation from CD36-
positive platelets are representative of three subjects. The results from CD36-nega-

tive platelets are from one subject.

MIERMNE 10 7RIS BT 2R KRERITET S
F CORMIRENA SNz R KEERD 5
DEIZET % F TORMAZ T 2 &, Jufifi x
512 T 347 238 (I KEEHH 55%), x341 T5 4
58 (RKEHEF58%), x256 T7 446 B (K
BeEE® 57%) THh - 7 (Fig. 3C). subject #2 Tl
e KB R DSPURAT x512 T 55%, x341 T 18%,
x256 T6% LT L7 (Fig.3C). & 512 SS se-
rum & [[REIZ, serum #1 12BWT b, Yok x128
WCHMT 5 XA 5% L, subject #1, subject
H2OWTNOLE S BEISZFEL Lol
(Fig. 3C). BB 2 B> RANTES Ot D,
YU x512 @ 512 ng/ml (mean : n=2) 5,

x341 T 414 ng/ml, x256  30.4 ng/ml, x128 Tl
126 ng/ml (Fig.3D) & F L7z, > T, SSse-

rum ¥ 7213 serum #1 12 X 5 /MRS SE UG K& O
RANTES Jiitt Ki i% 2 2 o P i o HisAih
Ik b EEZHN 7.

3. icp36 IMiEIC K BIM/MREEICKHT ST
Ex7 V> ORFEER EHRIMEOH M E DY
Ei

RUAE/ 70— FVHRORE S, Filizh
MR BT MOEEILRE %2 7R & 2 W HLE,
F 72 I PUAR H T IR YL RE 2 A 3 % Pk
%, IM/IMCESE %2 R T BIME T OWREICAHRL 723
A2, RIBEOM/MMIET T=A b & OMEIEHIC
X o TIN5 OPUAD MM AL R 2 &
DPHEEINTVRYY, 22T, Fig 3128Vl
IBIEHALRE DI T K O KD A SN2 RK 7 D
SSserum, serum #1 F 721, HCIX M/ MRE
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Fig. 2 RANTES release and aggregation response of platelets to anti-CD36 sera and
the titer of antibody in sera.
SS serum and anti-CD36 serum #1 induced RANTES release in CD36-positive plate-
lets (gray columns), but not in CD36-negative platelets (black columns). Negative con-
trol serum (AB serum) did not cause the release reaction (white columns). The RAN-
TES level in the cell-free supernatant was measured as described in Materials and
Methods. The data obtained from CD36-positive platelets are the mean = SD of three
subjects. In the case of sera #10 and #14, data are the mean of two subjects. Platelet
aggregation-positive responses are indicated by (+) and -negative responses by (—).
The titer of anti-CD36Abs in two platelet-activating sera (SS serum, serum #1) were

x512 and those in other sera were x128 or less.

*;p < 005 vs. control serum (AB

serum). T : Serum containing anti-CD36 Abs and anti-HLA class I Abs.

PAL 2 FE L 4 2 o 72 PRl x128 LL T o 3t
CD36 Ifili (Fig.2) L M/MK7 T=A FTHhHT
YA 7Y v L OIMIMREE SB35 HFEEH
ZHEF L7z, PRP 2 iREOIE A7) v T L
A vFaxR—=va v Lz Puilili x256 127
L 7z SSserum ML, M/MREESE RS 2 M E
L7z, Z0fEE, FARO SS serum HMIZ X %K
KEEER 315% (mean : n=2) 1, T¥AR7Y ¥
FIETIZBWT52% 1I2Hm L (Fig.4A), Fig.3
ANZTR L 72 Pu Al x512 @ SS serum HAHIZ X
LI KEHEF 545% L MF L % > 72 serum #1
T, subject #2 1BV T, P x341 1IZHNL
7z serum #1 HHNIZ X 5 m KEEEFE 18% 25T ¥
A7) UVHEETIZBWTS51% 1ML (Fig. 4

B), x512 @ serum #1 B M2 X % #x K &k 4 =%
55% (Fig.3C) &% & 7% 572, subject #1 128
WCTIEAML 7z serum #1 L €A 7Y V& O
FlEHIEA SN h o7z

— 75, PG x128 127 L 72 SS serum, serum
#1 K O PuARAli A% x128 LLF T & o 72 serum #4~
#9, #11~13, #1513, BRA 2HOVTNICE
WThH, TEAR T YL TISHB W TGS
BB D572 (Fig.4A, B, C). serum #3,
#10, #14 3 ¥ X7 ¥ L OMEEM E R
5720015 GRS SN o /2720,
Fixcaahos. T, BESBELIZERTY
VHAETIEBWTIH/MUBREZFEL 2o 72
(Fig. 4D).



594 Japanese Journal of Transfusion and Cell Therapy, Vol. 52. No. 5

A B
¢ }HMDD- x 512 ® a0
# E 507
g 58 serum 1:1 (x 256) E 404
| 2] 301
=]
1:3(x128 =
% l //,_-{; { ) E 294
* o4 & 101
I | o=
01 15 min contral 1:3 1:1 x512
sarum(x 128)x 256
dilution of S5 serum
(<) )
3100~ subject #1
_,_,_i
#| X812 1:0.5(x341) (D)
g | .
;g,j 1:1 (x 256) crin
= 504
?40'
% 07 '"“‘“1:3[1123} =
T I i 307
o 1 11 min gzu-
_ 101
L1009 subject #2 0
Ak X512 control 1:3 1:1 1:0.5x512
# serum(x 128)x 256)x 341)
£ | dilution of serum #1
= ,/1 1 0.5 (x 341)
[=]
% 1:1 (x 256)
o - 1:3(x128)
1 |

0 1 11 min

Fig. 3 Relationship between anti-CD36 sera-induced platelet activation and the titer
of antibody in sera.

Platelet aggregation and RANTES release induced by SS serum and serum #1 were
dependent on titer of antibody against CD36 in sera. SS serum (titer : x512) was di-
luted to 1 : 1 (titer : x256) or 1 :3 (titer : x128) (A, B). Serum #1 (titer : x512)
was diluted to 1 : 05 (titer : x341),1: 1 (titer : x256) or 1 : 3 (titer : x128) (C ~
D). PRP obtained from CD36-positive subjects was incubated with the diluted SS se-
rum or serum #1 on an aggregometer for the measurement of platelet aggregation
(A, C). Anti-serum was added at the time indicated by the arrow. After the reaction,
the RANTES level in the cell-free supernatant was measured as described in Materi-
als and Methods (B, D). Data for A are representative of two CD36-positive subjects
(subject #1 and #2), and those for B and D are the means of two CD36-positive sub-
jects (subject #1 and #2).

z =
FAIFINFEFTIINHTRs #5388 L2 K- —H
kT CD36 i (SS serum) KO8 13 FiH 1 Bl
NPT CD36 i AS i/ ISR 2 FHE L 72 2
EERABLTWRY, RRETIE, ShogKr
F—H RO CD36 ILi L MM PEALRE 2 7~ 3

BOLIRIBLVHDEPHFIELI2Z LD 2]
LT A7, HLCD36 I o /MG AL BE
DA WP T OB ARAF T 2089 %
et L7z, SS serum oA, 15 FloHt CD36 Iiii
M/MGEPEALBEIC DWW, BRERISITZ,
Bt & L, T %247 - 72, in vitro 128\ Ty
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MR % S X2 5 720, ABGHCIE R
EBBFIM/PROMA G DT AR L, P e
PRP L DA v FaR—Yar&fiol. ZOk
B, CD36 F¢2 i /e s BOG % 3538 L 72 SS
serum B X Fserum #1 O P& i iz V31 b
x512 T#H o 72DITH L, BELZFEL 2wt
ML OPUEAMG L x128 LT TH - 72 (Fig. 2). 7z,
SS serum {2 & % M/MGH AL 38 W THOARAK
FEWHA SN, SSserum % Pofhifli x256 (AR
% &, IKI/MREEE R 3 & OF RANTES U K
IS X PUARAMG x512 £ ) KT L, Pufikili x128 T
&, BESIBIZFFE ST, RANTES Bl RS
2 CTHh o7 (Fig. 3A, B). serum #1 1B W T
b, YU x341, x256 2T 5 &, PuiAMifks
P MR AL REASMK T L 72 (Fig. 3C, D). &
ORE, M/MREESERRD N7 — 2B 2 BT
EWDIA BN, x512 T 2 BB W TR DERE
B % 5 L7225, Puffili x341, x256 (2 A
% &, subject #1 TIHPLMIBERIME 10 5 HI2B W
TIRKREERIET S T TOBMIEE L 72012
% L (Fig. 3C), subject #2 TIXRKEERDPET
L7z (Fig. 3C). M/MUEERIS D785 — 2 (i fk
ERELLZEDRA I ZALEIAHTHY, 5%
DRFFHRETH 5. serum #1 12 X 5 RANTES
DRI E VT NOBEREZ ICB VTS, Pl
OPRINAKAF LTI T L7z, & 512 serum #1
PRl x128 ICHT 5 &, HM/IMREEE s 1d
FHEINT, RANTES BHKIE b N TH - 72
(Fig.3C, D). ko Z &» 5, $it CD36 L& DI
IMRIEEEALBE DA M, PUILE O PUARMMNAK S S
bEEZ N SHRE LEoFRIzix, #il
A x256 LA I x512 i @ HiL CD36 1L i B 74 1%
Lo 7278, Z OBURMIEOFEFH OBUMEE X552
Ao, M/MAGHELEZFE LGS 2 LR
nas.

ARG T, HCD36 MikC & % /MK
WS 2 2R T7) v 0T T4 3 v 7
ﬁﬂﬁ&iﬁﬁ‘ﬁ E OB ATz EORE,
PUAR A x256 12 A B L 72 SS serum K OF HT 4K A

x341 12 L 72 serum #1 12 & % /MBS 12
IV A 7Y VEAETIZBWT, Bkt x512 ® SS
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serum, serum #1 HMIZ X ZEER L FhE R,
FMEDOMEETWMLAZ &5, HEEHIARE
woz (Fig.4A, B). —F, Pufifii x128 (24
B L 7z SSserum, serum #1 K OSHu Al x128 LA
"F@ﬂil@?fh CD36 MiiE Tk, =¥A 7Y YFHET

IZBWT B IM/MRESE N EFEE SN Do 72
(Fig.4A, B, C). I 650k ED S, HLCD36
MEDPTE R 7 ¥ & OMFIEHOEIIZDONT
b, PG HMIEH O%A L R, P odt
A EE R K TR > TWD 2 EAHER SR
72. ML 7= SS serum F 721% serum #1 & =¥ &
7 Y EOMFAERA DA LN Z & DEIRIYESR
LLTUTOZENEZOND., Thbh, HM

T4 2 M/MOE AL 2 Bk LA 2 Wl o
P CD36 FLRB M EA TH > T, FERER
ORI DIRRES I X > TL Y ¥ ¥ b OEKH
TIUEATY YTt L, ZoOMR, /MK
WTITA IV TENTWAELETTIE, 4%
MG AL 25 S, NHTRs 2S59ET 5 & v
IR TH L. MAEPTE R T Y VLAV )H
ms2RED—>L LT, AEFMEEOA LA
PHE SN TWEY,

ABEHI BT, JufiflioflE &, It CD36 ik
OFHRIN 2B L, Pl & B/ MR & o
ESE 73— A bX MY —=IZTHET S )k
% H\, $T CD36 IiLi /Bt k) B oS-35 56 1
A2 EE % 2 BOMPEEE TR E L
7o, Gk, ML L7z CD36 $UE % F W 72 532 Tt
KEDOREEZMATTHI L DLELEZIONS.

NHTRs OFHER P ZFOBIEFEIFL LV b
DR K MR EA (K —) HoZRIAKST
ThHEEZLNS. Toy H2IEFE— FF—HEkD
Pt HLA class T J OF TT HUAR R 1 i 5210 2 i af B
VRGBT 2 J80E K760 (1 61) & 50 S22
Mol2Bl 103 6) BH b L wR_L, FOHHL
LT, FFr—HodMMinoZEsL ¥y M
BT BT 743V 7, BENFER L HLA
MEORBEDOENEGTHILEEZLTW
5. Tea TN T TP CD36 Prikbs M i i 345
12X % NHTRs DRIEICEE L5285 1L Y EL
Y MIOKRTE LT, M/MRE®CD36 KT
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Fig. 4 Synergistic effects of anti-CD36 sera and epinephrine on platelet activation.
Addition of a subthreshold concentration of epinephrine (Epi) caused synergistic
platelet aggregation with SS serum diluted to a titer of x256 (A ; left panel versus
right panel) or serum #1 diluted to a titer of x341 (B:left panel versus right panel) .
There were no synergistic effects between Epi and SS serum or serum #1 diluted to
a titer of x128 (right panel of A and B). Anti-CD36 sera that contain antibodies with
a titer of x128 or less failed to cause platelet activation in the presence of a subthresh-
old dose of Epi (C). The aggregation tracing obtained with serum #13 is shown as a
representative data of 10 anti-CD36 sera that contain antibodies with a titer of x128
or less (#4 ~ #9, #11 ~ #13, #15) (C). PRP obtained from CD36-positive subjects was
stimulated with anti-CD36 sera alone (left panel of A and B) or with pretreatment
with Epi for 5 min (right panel of A and B)on an aggregometer for the measurement
of platelet aggregation. Negative control serum (AB serum) did not cause the aggre-
gation in the presence of Epi (D). All aggregation tracings were obtained from two
subjects (subject #1 and #2), except that data for B, which was obtained from sub-
ject #2 only.
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It has been proposed that anti-platelet antibodies having the ability to induce platelet activation
are involved in not only thrombocytopenic states, but also in the pathology of nonhemolytic transfu-
sion reactions (NHTRs). Recently, we reported that anti-CD36 Abs-containing plasma, derived from
the donor SS, was implicated in NHTRs, and induced platelet activation, suggesting the involvement
of anti-CD36 Abs in the occurrence of NHTRs. In addition to the serum derived from donor SS (SS se-
rum), one of 13 anti-CD36 Abs-containing sera (anti-CD36 sera) also caused platelet aggregation. The
factors that determine the platelet-activating abilities of anti-CD36 sera might also influence the oc-
currence of anti-CD36 Abs-related NHTRs. In this study, we focused on the relationship between the
anti-CD36 Ab titer in sera and the platelet-activating ability of sera to elucidate the determinants of
the platelet-activating action of anti-CD36 sera.

Sixteen anti-CD36 sera (serum #1~#15), including the SS serum, were incubated with CD36-
positive or-negative platelets. Platelet aggregation, the RANTES release and the titer of anti-CD36
Abs in sera were then determined. The two sera (SS serum and serum #1) that induced CD36-
specific platelet activation had higher titers (x512) of anti-CD36 Abs than the other sera (less than
x128). When SS serum and serum #1 were diluted to a titer of x128, the platelet-activating ability
was lost. Furthermore, a subthreshold dose of epinephrine potentiated the platelet aggregation in-
duced by SS serum and serum #1 at a titer of x256 and x341, respectively. When diluted to a titer of
x128, however, both sera, failed to induce aggregation even in presence of epinephrine. Similarly,
there was no synergistic platelet activation by epinephrine and any of the other anti-CD36 sera show-
ing a titer of x128 or less.

These findings demonstrated that the platelet-activating ability of anti-CD36 serum depends on
the anti-CD36Ab titer, suggesting that the titer of anti-CD36 Abs in blood components may deter-
mine the occurrence of anti-CD36 Abs-related NHTRs.

Key words : Anti-CD36 Abs, nonhemolytic transfusion reaction, platelet activation, antibody titer




