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2 fi» Interleukin-8 (IL-8) o fif rfr Bk
A—=N—FFT K7 =4 Vv EERZRITTE
B3 BT

iR oH s A

KB RFEEH D REFEHE (EE EH—- 888
& TR S5®ETRHRIHE
P ¥ 5 4% 9 H2A

b FMFFRERR — =% F > F7 =4 (0z) EAICKIFET Interleukin-8 (IL-8) oM # & it L
t2o IL-8 icixFEic, 7207 I /L V745 [IL-8]72 X W77 I /BEL Y 225 [IL-8]
77 by, WEOHEREH LT,

[IL-8172, [IL-8]77 #kic 1X10~8M LA L TifhEk Oy EAZEHEFHE L1, L1 LE
DG o iF R ERECA F TH 5 N-formyl-methionyl-leucyl-phenylalanine (FMLP) % Cb5a
LHE LT, Fhrra C BUEMEE CRBEERECTHY, @&ELR OF MEETHD
2-methyl-6-phenyl-3, 7-dihydroimidazo[1, 2-alpyrazin-3-one (CLA) K77 H: Ak 560k Tl
RIRE TH » 7o, [IL-8172 H B\ ik [IL-8177 I X BAIL¥FEN 24— (O ALY — ) 1%
FMLP, C5a i X A £ HicELL LT\ 7ony, i IL-8 @ Oy pEA B ixMifast Ca2t, Mgt o {5
BatR¥3, FMLP, Chal iZ 87 » T\ 7o, i IL-8 & ¢ AifapyiEm Ca2t ((Catli) # LR X¥%
YER &RB1h, £0 LRz FMLP o8& b~ i, TR TH -1,

O; EAFER Y [Ca?t]i o LRAIEH Tix [IL-8]77 ictt L [IL-8]72 dF 5 H &t AN -
7o [IL-8172 THHHIM Lictk [IL-8]77 THIKE L CTHHichULiIZAbiern -1, Lo,

[IL-8]77 THAFIBK L 1otk [IL-8]72 THIK T 5 LPBTHINHLRILHR 6N, h
iXii 4 A 7IL-80, fFhEkEH L+ 74 — (IL-8R) icx3 a2BME0ELREL TV 5 L Ebh
Big

fFhEkE 1x10°9M Ll Lo IL-8 T 37°C, 104/ preincubation +5 &, O %D
FMLP # %\ ix Cba ®lific £ 5 O EEARIIM A Sz, i IL-8 izix FMLP % Cha #il#ic
L B FERBERICA LT 74 I /R EFELEDbE TV 2 L Bbhtc, ZoOfFHIzChET
DEHEFIBIER & £ v, [IL-8]72, [IL-8177 iz (FRE TH - 12,

LiEX v, [IL-8]72 Ryr [IL-8]77 iifFbEkicat Litic Oy EAFE R [Cazt]i LR &L
SBEERAERE LS 55, ZOAWENEEE n vito T [IL-8172 AL V@ HTH -1,
%7-, FMLP, C5a #I#ic k 2iFhEkEEEARIC T2 774 I L 7 ER b D 6h, FOFRIE
[IL-8172, [IL-8177 $kicMBEDFEM 27+ = LR S hic,

i IL-8 (ZFEBEDRIEDBIC B\ T, MMOFhHGELR T EER LS - T, HhERBEARE 28 L
TV AHAJREND D 5 L HERI Eh Tz,
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A4 —uA%r—8 (IL-8) ixiFhEkELEHET
O LWGRIESEFA AL L L LTOAERI S
porzas2, -8 o 28E1399ED 7 I/ BEE L
n7ey, WHED IL-8 3 N Ko ety )
ORCEY, ERLTTEB L U207 X /B 6 5,
¥, ToEAMBOREGIZEY, #EHFdko IL-8

EC2@o7 I /LY ey ((IL-8]72), MEME
fifahko IL-8 FERTTEOT I /BLYV 5B
([IL-8]77), —h % ToF T, IL-8 (CikFhEkic
L THELER LM, BEERL (R 412171820 i ity py
BEFE RO, mEAN M~ o0& RE2 (in-
terleukin-1 (IL-1) %> tumor necrosis factor (TNF)
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T754 Iy EhTuARVGAEMBIZA LT) 5%
Vi iEIsIe) (IL-1 & TNF ©7°54 7 %h
fe N Bz & LT, T-1 > <BRic & LaETL#ETT
AW 2 EHBERIERED OGN TV B,

IL-8 o4WiEtkix i [IL-8]72 THI I TH
v, —# [IL-8]77 To®ats L vt [IL-8]72 &
[IL-8177 o tlckitr e STy 581, ffeRERER
AL LT O EAKCKET I ZRGTEIDTHLTD

NTELT, &0 LB L T —EOfHIL
?E} AL T U 2316 20, 2310

E#ix, [IL-8]72 X [IL-8]77 oifdzk Oz
PEAC AT A EEFH B L OthoE AR TRl X 5
O; EEXKBECRETSER (=754 I /(F
) o T R 21T - 12, i IL-8 i O B4
A S L, FMLP # %\ & C5a Rk CoOREHN
B L7742 VERVET A LA 6T
e f;o

MHEBLVOHE

1. =X

YarE+r bbb FEERGE IL-8 ([IL-8]72) i
Endogen #& b, U=+ be bHEMARHSE
IL-8 ([IL-8]77) i Genzyme # Lt bW AFL, Fh¥
1 phosphate buffered saline (PBS) (z & f# % —20°C
\Z THRAF L 7=, N-formyl-methionyl-leucyl-phenylal-
anine (FMLP) = 7"F FWf%EAT &L », Cba, phorbol
myristate acetate ( P M A), bovine erythrocyte
superoxide dismutase (SOD), ¥ X (8 xanthine |%
Sigma # X b th L AF L1, Fura 2-acetox-
ymethl ester (Fura2-AM) (X fDEHIEE T ¥4 L v,
Hanks’ balanced salt solution (HBSS) it H /K%
4 ¢ L v, 2-methyl 6-phenyl-3, 7-dihydroimidazo
[1, 2-alpyrazin-3-one (CLA) i3 #{b4 T¥H L v,
xanthine oxidase (XO) {Z<X—V) v H—= A ALl
ZHEE D TR ERATF L,

2. BHEROSRE

FHERA X D B ro~Sy o hnkikim 2% &0 6 %
TX¥APZUCLERN, BEBL, ToLFEER

Ficoll-sodium metrizoate # (Muto pure chemical
t, M@ 1.077) I HERE, 400g, 304 MR TEL
R, WMEKRMEZS0 L E2RE LIS, Wb oRiMmR
ERET A0, EMKERMEMNREHIC 2 f5RE
PBS #E/FEmMERNL 4°C T 250 ¢, 105 fMEd L
foo Wi % PBS Tk, 5x10°/mlicA bk 5
HBSS (¥ L7z,

3. O E&REAIE

LG5, o +10H

0; DOWPFEICIXHE 6D HES Y 2% Lz CLA
WHEMALFERBIEE #FIH L1, (LERXOBIEIC
it Aloka Bl I LI Fx vt 2 Y —F—FRHLT,
HBSS iz 2X10° /ml OifhERZHRML (FF2—7
OfsEE 0.5ml & L7:,)37°C T 1 5#EH L%,
1uM CLA #iEMLE 6 1 S Lok, #
WH Z 0N AL A BERFIIC AR 8 L7, (L3t
O RIERFEL E— 2 BT o 6 B0 RSl T -
t2e Fhorha CEEREICES 07 BlEEGLFIAL
7o 100uM F b2 v C &% HBSS iz 5%x108
/ml OB & FIME &N L BRSO
(Hitachi 557) € 550 nm & 540 nm DWW KEZE{L %
37°C TREFICHIE L1z,

4. MAEA Cazt DRIE

[Ca?t]i o #il & ¥ Fura2-AM % B T
Grynkiewicz 5O G #HXE L CTHIE L1, 1 X
10D i Ek % 1 ml @ HEPES buffer (153 mM
NaCl, 5mM KCIl, 5 mM glucose, 20 mM HEPES,
pH7.2) X+, 10uM @ Fura2-AM (z T
37°C ThHolAf vFaR=varl, 61 9ml
HEPES buffer ##mL 37°C T22045 A % =
R—vav$+32LT, filazEHRLl, ik
HEPES buffer < 5x106/ml i B ¥ L,
Fura2-AM o4k # Hitachi Model MPF-4 il
L7: (B & 335 nm, 35X & 500 nm), [Cazt]i
DRERIEEBRTHELACHERE F) &
Fura2-AM T L 7ciFhEk & TritonX-100 TH#
L7-t% 2mM CaCl, % %\ (% 2 mM EGTA OHFE T
X DOWNRE ZPIE LT EAHEA (Fuaxy) BL W
& (Fun) &L, UToFERICL Y RDI,

1 P F—Fun
[Cat* Ji=Kd x %
#iataFE iz Student’s t-test (T k& -7,

& £

1. IL-8 OFFEk O EEICHT ZEEFA

Fig.l ioR3T X5z, iFhEk%E 1X108M ko
BEo [IL-8]72 » 5\ ix [IL-8]77 THIET % &
B Hiz CLA (REFHLEREOHMER DI, =D
fnst% — iz FMLP % C5a T#lph AR EH
s — AT L T2, PMA RIS X 21k
RXTEMER LIGHEETICF /21 LE2EDEL
ML E<E LA 70 IL-8 O+ & izl o
RipoTur, IL-8 #IgUC X 2R KIE IL-8 ©
BEKEEICIEMZED I (Fig.2), —0fb¥R KT
SOD oFEmic L Y ELICHEI N, X5IE@BEAHF

(Kd=224 nM)
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R
FMLP

Chemiluminescent Intensity

nnnnnnnnn

Fig.1. Time-course of CLA-dependent
chemiluminescence in human PMN stimulated
by IL-8 (5x10% M), FMLP (5x10®¥M), or
PMA (50 ng/ml).

Arrow indicates the addition of such
stimulus.

fEifiE (X—linked type) & RO FHEKTIEE -7 <
mEBRbRI -1, —F, F b7 ws C RETEENE
Hcmg 4 7o IL-8 Hric [IL-8]77 #IBIz X v g
A2h5 07 &, BIEAHARETH -7, CLA {KIFHE
LRI THtinTRER b o F b7 v C BT
REBIGE B TR ARATRE T 6 - oMb R, BIE 0 RRE
DMELBbhtctcd, MEDKE DX % xan-
thine-XO 2 X % O35 EARTHE LIz, CLA—KFF
PALE RN F R 2 v o C BIREERIEEIZ 6,
505 HmRRE TH - 1= (Fig.3), LlEX b, [IL-8]72,
[IL-8]77 3tiz, hfrhEk Oy EEA X EHEAET H1FH
b bhtc, £1o, [IL-8]72 oiffEk OF E4AFE
Hiex, [IL-8]77 o Zzhd2~3fETHY, WMED
EHECIAEERENRD T (Fig.2),

2. IL-8 RIHICKBFHER O ELICHTHHM

fash Ca2t, Mg?* OFE

IL-8 #igic & BiFdER OF PEAIC B\ THfast
Cazt, Mgt O EEHE S, Ca2t H 5B\ T
Mg?t #& %7\ HBSS (ZHiFilE LI tFhERZ2 6 -
TIeERKDZE B L1, Table 1 iZRT L35I
Cazt #&g /vy HBSS, Mg?+ #&%:7:Vs HBSS,
H B\ E Ca2t, Mg?t 3tz 4% 4\ HBSS (c FiF#
L-tFeskic X bR+ <1, Ca®+, Mg+ &
bizETe HBSS 2l LIiFhEROIL¥ER I LFE
EEBDORI o1, —F, FMLP (1X10-7M) #l
BoBE, fMkast Mgt oFEBRIRoARD -1,
Mgt Ca?t OFEIC L ) TOLFERERIZL 2 fFIC
08 L7, E7z, Cha #lBuc T4 FMLP L REEEOMH

[1L-8]72
20}

a
S
8
E
& ’g 15}
w3
==
8 2
&2 10t
& 3 (1L-8]77
gL
® X
BEEE
& 5f
=

B

U

LA R - h < =
01 5 10 15 1078

IL-8 concentration (M)
Fig.2. Effect of [IL-8]72 and [IL-8177 on

O3 release by PMN. The data are expressed as
mean—+SD of four experiments.

MR bshic (F—4—82REd), - okicifast
Cazt » 07 EAICHT 2 #ix IL-8 (3 FMLP,
Cha L\ o el oFEME T & iZ R - T,

3. IL-8 ®HIcLB[Caz' i EpfiE

(IL-8172, [IL-8177 & %, ¥ & LicE BT
[Cazt]i %R L = (Figd), IL-8 iz Xk 3
[Caz*]i HmixZ b THIEMTHY 1 ~2 5 T
FIHEEFDO LSV ~Rotz, £12, 1X100"M O£ h
Zho IL-8 i THIB Li=BE&n [Ca2t]i #1E
[IL-8172 o4 1197-+166 nM, [IL-8177 0¥
639+65nM T H Y (n=4), [IL-8]72 o ki n
[Caz+]i MIEMIC THLBREICH NI TH » 12,

4. [IL-8]72 BLU[IL-8]77 (& 55k

A

ek O EEA B LU [Ca*tli OBEIz BT 5%
IL-8 iz X 2B EIEFH 2 #eat L7z (Fig.d & 5), B
KEfgicgEo [IL-8]72 1x10-"M) THIg L1-
%, FigEo [IL-8172 » 5\ [IL-8]77 THIM
LTbLHF - REREDeL 1o, HIiZ,
[IL-8177 THHETRIH L 12 2 64 [IL-8]77 i
THIBEM2 CTHH - RITER SN - toh,
[IL-8]72 i CEMBIH T 5 &£, b n it RIEHE
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cytochrome C reduction CLA-dependent chemiluminescence
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1x107% i N o
i 5% 10~ __1x107u
i e Bl 03
9.5x 10~y control
1X10™%u
% 1 2 @ 4 8 & T min "1 28 £ 5 min
Fig.3. Comparison of CLA-dependent chemiluminescence with cytochrome C reduction for the
measurement of O; produced by xanthine-xanthine oxidase.
Table 1. Effect of extracellular Ca?* and Mg?* on O,  release by PMN stimulated with
[IL—8]72, [IL—8]77 or FMLP
Integrated light emission for 6 seconds at the peak (counts)
HBSS Cadt (=) Ea%a s f4a) Cazay(=) Cazd(4=)
Mg%+ (=) Mg2+ (—) Mgt (+) Mg2+ (+)
LIL—8172; 11655-+989 1121242460 1085941335 1118242155
[IL—8]77: 49201966 434411341 496711285 468811698
FMLP: 1457815243 28092-+7480* 1256514568 2467014734
PMN were suspended in each HBSS and stimulated by IL—8( 5 x10 8 M) or FMLP(1 X107 M).
The data are expressed as mean+SD of four experiments.
*Significantly increased as compared with Ca2* (—) —HBSS (p<0.01).
B, @ IL-8 iiFhEREERBICN L 754 2 L S EH &
5. IL-8 OFFEICHTE 713 J%R FoT\W3bntBbhs, 20754 I/ ERIR

b iR % [IL-8]72 & %\ & [IL-8177 T 37°C, 10
4rfa] preincubation + 5= Lickh FMLP & 5\ %
C5a #l#ic X% O EARRIMMEINI, Wy (7

1x10-M Ll EoREKFHSICED bR 1X1078 M
I TRERKOHEILRD bz, F 7 preincuba-
tion DT HKAF L Tk D 10~205 R w0
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1000 1 min
500
200
i i t
[IL-8] 72 [IL-8]72 [I1L-8]77
800 4
500 4
200 ¥
t t t
[1L-8] 77 [IL-8] 77 [IL-8]72
Fig.4. Desensitization of [IL-8]72 and

[TL-8177-induced increase in [Ca?* |i in PMN.
High dose of IL-8 (1 X107 M) was added initial-
ly and then the same dose of IL-8 was added.
Thereafter, the same dose of another IL-8 was
added as indicated.

[IL-8] 72
v

Chemiluminescent Intensity

I

[1L-8]72 or [IL-8]77

{ 1 1 1 1 1

0% o2 4 % 55

Time (min)

Fig. 5.

preincubation {Z THSOREA R St (Fig.6), L
ML, TO774 2 7FRE PMA TR L8
Bl D 6l - 1o (Table 2), 7, FHEk%E
[IL-8]72 k3tic preincubation L 7-#5& & Fh & (A
s [IL-8]77 &4tz preincubation L7-#& & T
X, #ic FMLP fj#cid sh 5 05 o Rix[EE
Thote ZOBKIE Coa THIMLLBHE L FAET
Bolco 7794 I 7ERICBEA L Tix [IL-8]72,
[IL-8]77 3tic x oz NiX R TH - 1= (Table 2),

% 2

AERT, @EED CLA KIEMLYEREEIC LY
(IL-8172, [IL-8177 & % icifitfebEk Op M4 &35
BT B LEWRLL, LAL, @ IL-8 %ic
[IL-8177 o Chfhk L A Sh 5 0 ki
FMLP 7p L oo (LA F I8 & & g LT i
THY, Fr7uan C HBICREMNEE T HE
Thotzo LiTL v IL-8 A%, bk O5 fE4: 25N
TENEILBRO—BIR SN - 2 R{RIZ, *
DREHEORRE ICH 5 & Bbht, CLA KM
RO B 1%, xanthine-X0 Rz Lt v L Xh 3
0; BIBIZTHLF b2 vh C BITCE 495015
RETH-1, ZHIFHEF S0 @b LRAKETHY,
CLA KM L ERRIE R T OF BRI RN TH
VLot O ofithid s idld BodT

[IL-8] 77
L

L | 1 i | 1
0N 1 2 BIEAN S

Time (min)

Desensitization of [IL-8172 and [IL-8 77-stimulated oxygen metabolism of PMN. Black

arrowhead indicates the first addition of IL-8 (1 x 107 M) and arrow indicates the subsequent addi-

tion of IL-8 (1 X107 M).
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Integrated Light| Emission
(x107* counts/6 seconds)

Preincubation time (min)

Fig. 6.
(a)
FMLP (5x10 # M) was added.
(b)

KB RFERSHE3E, 41 (5), F5 - 10A

(b)

+ [1L-8] 72
I5F Fr-8)77

10 <

(x10~* counts/6 seconds)

Increase of Integrated Light Emission

107° 107* 1077

IL-8 concentration (M)

1‘0—|0

Effects of [IL-8]72 and [IL-8]77 on O; release in human PMN stimulated by FMLP.
PMN were incubated with or without IL-8 (1.2 10 # M) for indicated periods at 37°C before

PMN were preincubated with indicated concentrations of [IL-8172, [IL-8]77 or HBSS (for

control) for 10 min at 37°C before FMLP (5% 10 ® M) was added. The data represent the difference
of chemiluminescence (CL) :{CL stimulated with [L-8} — {CL of control}.
The data are expressed as mean+SD of four experiments.

Table 2. Priming effect of [IL—8172 and [IL—8]77 on O, release by PMN stimulated with

other stimuli

Integrated light emission for 6 seconds at the peak (counts)

control [IL—8172 [IL—-8]177
FMLP(5 X108 M) 2876317839 115775+19940* 103329+19546*
C5a (10 ng/ml) 17639-+5146 98165-+13362* 90856-+11682*
PMA (50 ng/ml) 82515110981 90989117585 89717-+10094

PMN were incubated with or without IL—8(1.2x108 M) for 10 min at 37°C and then stimulated

with other stimulus as indicated concentrations. The data are expressed as mean + SD of four ex-

periments.

*Significantly increased as compared with control (p<0.01).

OMEICEIVBELTVZEEDbhS, WA 7D
IL-8 iz X v ®rh B{LERK % — iz FMLP
R Cha Lot floEAEFICL BB —
CEBILTVAAS PMA KB Fh B 6MIC
Rig>Tutz, FMLP, Cha 2Lt 72— LG LE
ORFH G ROEENLTHREK N A=+ C B
1 /v b=y VIEEOR# EERILSE 5, —4.
PMA vt 72— 2N STREE ST ¥+ —
¥ C %tk 5%, - ofkic FMLP, C5a & PMA
TN PR ERIC K ERELR LR, Thrt
FERKDO A — OB E IR T O D AHEMA HE

HlEhsd, IL-8 ORMEERIRIERTHHINT
Wb bR XD 4 — b Uz 1 FMLP, Cha
CEMLT VW3 EE2bNB, BEIL-8 DLt 7
4 — )t FMLP, C5a @ L+ 7% — Cidfic fifaiE g
ME s ToOMRELAE L, BE S < HFRHNRIBRIEE
S - nELLI ENHERMSH, IL-8 & FMLP,
Coa O ERTFLLTOK#EZELTV-540
tEZ b3,

LasL, [IL-8172 &%\ [IL-8177 o##ic &
DEFRER L D EEA X B O Eixifast Ca2t, Mg?+
DHEICL VB EZT A -1, — 5, FMLP %
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Cha Tz hx TOHRED X 5 icfifnst Mgt g
FEF s, Mifast Ca*t offfeickh 05 EA
BixfEM L, chE oL CEe [IL-8]72 &
O [IL-8177 o4 FEEEsEIX FMLP % Cba & H#L
TZOWEZIFELAEBUL L 2p, OF EAKCE
75k Ca2t OFEICB L Tk Z 0kRic R A 54
HER LI, Toowic [Ca2t]li ERIERIZT,
IL-8 % FMLP, Cha L diftEEIcEZ4E LT\ 571
REMED D B L HERI S B,

—fi&iz, FMLP #j#ic £ % [Ca?t]i 0B & Ti,
FaH oM 7 — v Chiafdk) X v BRSAG
et CHlifast Ca?t ot Arvabhsd sl 3h T
52, F4 bt FMLP oFiEnicfiv-Ta4i
[Ca*]i D ERDHABRZDOHKLIEEL 7T h—7
B R oh b, —F, migA 7 IL-8 flic & v i
ek [Ca?t]i oz shizn, FMLP 2k~
T =7 1FEL, ERFERE L -1 20X
5z [Caztli LRV E, BRI T L2k &M
[IL-8]72 & Lk r [IL-8]77 ic Lk W iFH XH 5 O5 JE
4 &» FMLP, Cha itk _ETHS5—HEEbh
2l

[IL-8]72 @ O7 ME4LFE(EH I [IL-8177 0%
hiclkR2~3 @D TH -, [IL-8]72 i
[IL-8]177 ik L, IL-1 754 2 v/ EhicmE
HEME~OMEREFRS D\ A bh T~
B TR Xh i ifrhERo BRI ERIC BT,
LWENTHBEREIN TV B8, £, ZEHDOE
B Cidhr ek [Ca?t ] i BhiE, ffFrhEkilEdtRe (57— 4 —
2RET) Itk T [IL-8]72 offfr X &)
ThY ZhBFSETCORES L —FH+5, LLEe®E
2 Bbes e [IL-8]72 L or [IL-8177 & i
fth o> A= AL R - [RI AR (2 B b Bk A PR B HE 2 LA 5 1F
b ->TW50, in vitro TOF0iEMIE [1L-8]
72 ©iE 5 A [IL-8]77 Ikt RE v H e Bbht,

[IL-8172 # X ¢ [IL-8177 (T X % iF hERARREME
otk b, [IL-8172 THHER &£ 5 RIH L 1=,
[IL-8177 THIB &z T H#H -7 07 DELFRS
hiemotc, oL, [IL-8]77 THESFIB Lickic
[IL-8]72 ic Tl &z 5 &, LERTIEDZ2, #H
t=72 O OELVROAT, FEELBLE [Ca?tli
DOFEIC VT HBE S h, IL-8 3 fitoELA T
[k, vt&7%— (IL-8R) A LTIFH T 54
[IL-8172 i [IL-8177 izt~ IL-8 R £ binding
iEEIER106%58 <, [IL-8]72 miz5» IL-8R Lo
B L hE LT EEN D B8, BHOBRKRE
DEHEH IL-8 @ IL-8R ~D BT %= &K L

TWwWaED L Bbi, [IL-8172 & [IL-8]77 okt~
&L D IL-8R LFEATELEEL BN D, Bl
hER KA Lo IL-8R iz v—=v s &h, @Ko
Rig-7c IL-8R M _fMRE S htW, Lie®
2 fib¥ % & Nourshargh 619 ik <Tv 5k 95z,
[IL-8]72 x—f¥iow IL-8R =& L, [IL-8]
77 13— IL-8R ICOZFEBELTEY L ED
B ECTREEL D B LB b5, 05 EAESR
[Ca2*]i mEhREIz s\ T [IL-8]72 2 Xk v K:E Has
WO, hbrt 78—~ X A
LTV AuEEtEr S 5 &L bh b,

in vitro TIEWEN RS [L-8 2 “fMilifFHE+T 5
HHIOELTHTH S, Lo L Nourshargh 6z
kBE in vivo DERICT [IL-8]72 # %\ ix
[TIL-8]77 & w4 ¥R Ficf b Lo & MR E O
hEKEEEZRDIZ L L0, BTk (IL-8]77
X 0G0y [IL-8]72 Uiy x4, i IL-8 4t
WA RE OGN 2wt a2 % L HEM L T
B3, bt i vivo T, [IL-8]77 iz [IL-8]
T2 BRI T, HB\(F tn vitro O L3R
W ZhHE T [IL-8]72 LRABREDOEMIEN &
WEE b H 5L Bbh b,

k% IL-8 THijL+sC Lickh FMLP %
B\ % Cha i THEA SH 5 O fid 2~ 5 i
L7z, IL-8 {2k FMLP ® C5a &\ foflld 1k
RTRsict s 07 EAICHLTTS4 2 7R
LEEbLEbE TV 2L Bbh b, in vitro To IL-8
OUfF R~ D2 e B EFRE - Th [IL-8]77
i~ [IL-8]72 x5 52 ~10fFIcdtz b X ol
DCHrTeORHML, EDF54 2 71FERBIR
[1L-8]72, [IL-8]77 ki 12 iFRIETH 12 DT
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The Effects of Interleukin-8 on the Oxygen Metabolism
of Human Polymorphonuclear Leukocytes

Norihisa IIDA

Department of Pediatrics, Hiroshima University School of Medicine
(Director: Prof. Kazuhiro UEDA)

There are two predominant forms of interleukin-8 (IL-8), 72 amino acid type produced by monocytes
([IL-8]72) and 77 amino acid type produced by endothelial cells ([IL-8]77). Both forms of IL-8, potent
chemotactic factors for human polymorphonuclear leukocytes (PMN), were investigated for the ability to
stimulate or prime the oxygen metabolism of PMN. Both forms of IL-8 can trigger O; release and an in-
crease in cytoplasmic-free Ca?* ([Ca?*]i) of PMN. These O; release could be detected with
2-methyl-6-phenyl-3, 7-dihydroimidazo[1, 2-alpyrazin-3-one (CLA)-dependent chemiluminescence (CL) but
not with cytochrome C reduction. These different observations were due to the difference in the sensitivity
to detect O; between CLA-dependent CL and cytochrome C reduction. The potency for both forms of IL-8
to trigger O; release was weak as compared with that induced by other chemotactic peptide, N-for-
myl-methionyl-leucyl-phenylalanine (FMLP) or C5a. [IL-8]72 was more potent than [IL-8]77 to trigger O;
release and an increase in [Ca?*]i.

With respect to trigger O; release and an increase in [Ca?* Ji, PMN stimulated with [IL-8]72 failed to
respond to subsequent stimulation with either [IL-8]72 or [IL-8]77. However, PMN fully desensitized to
[IL-8177 could partially respond to following stimulation with [IL-8]72.

Both forms of IL-8 could prime the oxygen metabolism of PMN followed by FMLP or C5a stimulation in
the low concentrations. Both forms of IL-8 were almost equipotent to prime PMN.

These results suggest that [IL-8]72 is more potent than [IL-8]77 to stimulate human PMN directly,
whereas [IL-8177 is potentialy similar to [IL-8]72 to prime human PMN followed with FMLP or C5a stimula-
tion, raising the possibility that the interaction of the chemotactic peptides might modulate the function of
PMN at the inflammatory sites.





