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Abstract

Interleukin-8 (IL-8) is a major chemotaxin that elicits the inflammation response. The proprotein
of IL-8 including 99 amino acid residues is activated by proteolysis and then secreted by the cell.
IL-8 binds to the receptor on the cell membrane of immune or tumor cells and via G protein-coupled
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mechanisms stimulates downstream signaling pathways, such as mitogen-activated protein kinase,
inositol phosphate-3 kinase and protein Kkinase C, etc. This review mainly focuses on the activation
mechanism of these signaling pathways and related physiological function and immune system. In
addition, the review covers the transcription factors that stimulate IL-8 expression and secretion
with a great attention on the major factor, nuclear factor-kB. Understanding the function and regu-
lation of IL-8 may elucidate the development of inflammation and discover new anti-inflammatory
drugs.
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1. 5|8

AR DRI G AR D TR0 S R G, IR IIE RS 1] RAER AR 5V 2 K/ N 8~10 kD 1%
k7 - Btk T E % [2] [3] [4]. Hd 4R E-8 (Interleukin-8, IL-8), X FR CXCLS, & Hi7 () 1k K]
T[5] [6]. AR b B 4 % 1] Toll-like SZAAIRAI T, 2153 A0 3-8 HIFRIA IS UA[7] [8]. H34h,
Bt K ERE A AN K-8, DAASEH AL (A BB, BRI 51 R JORER N[ 1] 98 REIREE
(AEAE, Hoit—F SOPIE b S A, P UL A I Py R 40 i K BB A 4R A K-8, 774 %
P SN[1] [9] [10]e B TERBAE NG 2 b, B 4iiEs R-8 L A N A4 R-1B A3 24
ANETJE TR A, S AR AL A BRATE N I AR Ik P R A P DL RO S P R 4 R 1 P LA 3R -8 i Y
n—f%5[9]. EAWIIEH, MG 2 Aok 4 B 5 BREE R 7R3 2RI RS OL T, R B 40
APIHEFHI AN K-8 KiIA[11].A549 4085 H4EE R D 70 EEZH IR AE THP-1 401 R e % 40
SRR B 20 o S 7R 0 T A 4E M 3-8 BRI 11].

HYIfN K-8 FIAER A SH 99 MAFEBRIE[12] [13], @ TT)E, ARz b Bl 77 MEdt
FRIIE PR [ 14] [15]0 7EERAZ AN MR AN B W4 i v 1 s i) Va3 72 ANEBERR (2] [4] [14]. VE L
AN K-8 A TUA KR ER sk SE BB RS 16]. HT ARSI ZMMEZIER, WHEBRAKEE
2, A g K-8 BRSO T 8.5 [17].

i LATR, I RS R ARAE SO I MR AR B, BB T MRS S LR A B T
WA BB R 2. ik, PR 4000 %-8 FIZhEE X HLH] .

2. BT R-8 MIThRE R HBIEME Sk

EIAMN 3-8 fERAE RN T FEAHAMMERM, —RZSH5 TR RIEGE, 75 R A A
G N ) BRI R [18] [19], LA ST S LR R AR o A TE S e 4 i (2 B2 Hh MR A0 ) B 0E R
FERAL S, AN 2R -8 TS AR AR A 20] [21] -

CRTAIIAN K-8 SRS G N Ca® WKE[22] [23]. AR K-8 il it 5 40 i 5 3 i
TG G RRIEDIRE, MHZAE PR A4 3-8 24K o (IL-8RA), BUFK CXCRI [24] [25]: H4HH
r#%-8 4K p (IL-8RB), BLFK CXCR2 [24] [25]. H4HAEA K-8 5 CXCRI fI45 & BA mr R E26] [27],
M5 RIEEIE TN PR 4IH R R 40 i L ) CXCR2 454 (s S MR A [26][27][28]. CXCR1/2 M4
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MRM G EAMBZA, B1EN G EAMKMTF 2S5 @EE[24] [25], 522550 FEEy
(MAPK). T IR R LI -3 -3 B (PI3K) « 2 I C(PKC) . K5 B (F AK) A 3F 52 44 % S B B (Sre) [29]
HAA 2=-8 52 ARG s Z i K7, W% F-xB (NF-xB). #ufiH H-1 (AP-1). KEIFFH
T-1 (HIF-1). {555 S REIER T 3 (STAT3) [29].

AR ARBENLEE -3 G B AR = RI(Gai, p A1 ) BN 2 —, FLiE g nT LAt ik
LA R AAE (291 B8 AR Tk VLI - 3 - B0t Je 3 169 in L JEC ) 22 S IR/ 7 S RS PKB/A ke BERAK[30], 3
IFLE M. TERA IR RCNFT I A0 ), A 2R -8 S ALK R FETIRE(31].

AR 3-8 18 ) AL th i 4% 2 R T A0 B O Sl es, iR 2 R/ ARG 1, RS
2 0 2 1F0 52 A B 30 ) S 28 A AR ELAE FH(29 ] 9140, 4R 8 1 Ras BB -1- (KSR, Kinase Suppressor Ras)
5 Raf-1 A B AR 77 25 B05 HAH S Sl B [32]. [F3, 72 Pobigu i [33  Fm 403 1] [34] [35]
o, 2R R IR R T 48 HH Raf-1/MAP/ERK J4Hf 1/Erk ZREE(E S @B, AN R % Erk1/2 HIBERRIK[33].

A 3-8 321k CXCR1 5 Gai HEEEHEEL, o7 LLEUEWENGREG C [36], {REERAR GG B v H i —
BEANUUEE =58, 5 S0 AR P985 & s AN g 1O C AR IBIE[36]. 4 K-8 Tk S
L2 o rh 22 Rh SR () 2R (1B C 1 PKCa, PKCBI Al PKCAIL FORERR LK, R HEAHMIIK) 23 Wb Thig, PRI AL
TEPEAN Mac-1 /- S IREBPEI[37] [38]. AFFHEH, 76 RBL-2H3 4iffid, #%{bZ Ak CXCRI A SHIES
3 % AT DSOS S 2 B B (13 € P RY-PKCe [37]. [N, JEALER A3 C £ s Ca 55, J
CLVA B 40 A K-8 15 S N BE B 4n i i b e, X — OSHEA AR R (1R ¢ A SR
SHARE SRR SE 291, Ji4h, TENEAEMRAIESE, A4 2K -8 AT LAVEILBENERE C 15 5% [39].

EIAHAR A 22-8 15 5 10 i H 14 8 1 o T T T A e R R0 PN 552 40 oL 7T 7 4 P 5 7 0 00 PR A7 1 P o
WHCRE, CEON S AN N 4, B4 3-8 T DABOE R AR KR 75244,  ATBOE Fif 22
JE AR EE O A5 5 R [30] [40]. FEILE N AT, E4EMA 3-8 15 5@ B ] DU AR K R 52 44k -2
PIBEIRAC[41], LARRTT P B R BRI @B T [42] [43]. AEZAREK R IR PG (Sro) 2 AN R-8 B RE T
ZR YK 1) B B ] [44]. /£ CXCR1/2 MM R HEK293 DL A SRR Mk 40 it (A o dn e b, (4
Jf1 /3-8 R Sre FMRRL IR p125 [44] [45] TR HE T ENTRIBERR A [46] o FERTH1 I s ko 20 24 S
i R BLE AN K-8 HIRIEAE 55 S 5 E BLMER(FAK) B BERR AL B I 5, XA %% ENigEsk
UG RBA, FE R A AR A P 2 b A 4E A -8 15 S FAK-Sre- [ SR E 15 581K [47]. FAK Al Src (K05 7]
RE S ARG SE . dUMAEVEFI LTI 2P EE R R, WATRES 5AY . B3R B IERIEAT[48] [49].
AW TR, WIS FAK M c-Sre (Sre Z% AR ) T Rgil i ERK2 #0&E M1 4l E H1 8 H D M1 E
FEIE ARAE I B AR L T 4 e 4 () 34 5 [ 501 o, Sre MR VR M S (R 2 1 RE R, LRI 2R
TR WAEH. I AR RCRYE To[48]. U0, Pories Z5 N[51]1FRHTE R LR R, c-Src il Kk 545
Jed 240 M ) B IR AR AR 2R T I8 0 o Irby S5 N [S2 PR DUERR SR EFAE A rpr, 1 3R3E c-Sre 2 45 i fi
6 4 6 P J5 A 1 b 8 1) AR A S H 9 . Roche 58 AR B, o-Sre BYCH T S5 2 40 i 43 2% A T 0 75 1 [ 53]

AN R-8 S 5005 5Bt T R g s . AGUE AN A R [54]. AN R-8 5321k
CXCRI1 ] mRNA 7EWCHE - BE L 3G [55]. ULAIA0AE =26 (1 (A i A 3-8 w] B8 LA S5 73 Wb 6 75 30 4
FF B0 A R 40, 5 B4 M P 5 40 MR T 1) CXCR2 254 (2 32 LA 20 27 37 I T B[ 55 [56] -

XU R R, AN K-8 MRMF 25 S MBS ME S 0T, Ry, WES%LLRE
e Py s EE A O

3. (R AZEREST K-8 RIAN AT REIRE
TEIER TR T, A %8 EAIIA MFRIEREA K, R HRIMES6], A Leth il T
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BRI A 1) AR RN T, WA IERE F o FVIL-18 [57] [58]: 2) ZKIEEEEER, ik
BR . MEBCER A ZERAA[59]; 3) IEHEEMI[60]; 4) HE[61] [62]FIFREEF=H[63]; 5) HL2EAFIFIAEE
K2, WRETHTAY. SERE29]. BRPE. SRS % T64]. Si4h, FEDR AR 1 g 4
ot 2= R 5 40 A 25 -8 BRI 24k CXCR1/2 KB hn[65].

4. ¥%RET NF-«B HEZ B BRI R-8 REK S FHLH

5 NF-«xB. AP-1 S HFHCHE S @S, A2MIES AN K-8 KIRE66]. Flun,
RAS-RAF {55 I8 B r S NF-«B #6355 K7, I S ECOKE AN 2-8 M7=4:[67]. TEBMEMBE H, FF
SEIEALI NF-xB, ek os 3ok, #8 K is 2E [68] [69] [70]. Bk NF-«xB #F, AP-1 F1 NF-IL-6
W2 5 AN 2-8 FRIA[71] [72]NF-xB it Pp [ AP-1 FI NF-TL-6 {2 (A 40/ 25-8 (156 3% [59]
[60]. HFF NF-IL-6 /& C/EBP FKEHIR (73], 5 NF-«xB AN, 745404, AP-1 F1 NF-IL-6 XA~
e N1 45 G0 AR AN 21-8 BRI L s BT b FF [ 74] [75] [76]

R F A 3R -8 FE MK K 1~ NF-xB 5 20E [ BB B A OG . NF-«kB MY 2 5 A R fe e 4 i
BRI A T )k, s T AMREGE . 74 KLUV DIRE[77] [78]. NF-xB & ZERAEAE S
Y, BRI, B NF-xB1 (p50 & HAT1E p105). NF-«B2 (p52 M H 4k p100). c-REL. REL A
(p65)F1 REL B [79], ‘A 138 i 2 pfe [R5 B 5 — SR A4 SR I 4 S DAL A =% o 7E4H M5 A, #0788 1 IxB 5 NF-xB
4541801, 1kB #AH(IKKa/f A1 IKKy/Nemo) 2 1L IxB 2 (A H 1P > N-in 22 2R A7 A [81], BEIRILIY kB
Wiz BALJR , B AR APUEBE R, MR NF-xB — 3Rk, 155 pS0/RelA Al p50/c-Rel [82]. L1 NF-xB
TR DR B QAL S AN 2R -8 A A A R IR R B BT XA, (X L R
(PE S NZRIR[80]. HoHp, IKKs MUBIRIL kB, BRI NF-«B B 73 T7([83]. [Flth, X4 NF-«B f i
43 pl05, pl00, c-Rel Fl p65 LAZH s AU IR AL IR ASAFAE[84] [85] [86]. [FIR, "EATIBERR L & fE— 1k
FIRSE Nt — 0358 78], BN, FI--DUke ki CRele . MR . A B TNF-a ZLFE4H
HURT 755 p105 BERRIL[85] [86] [87]o NF-kB 1755 e 3t i M A1 DR Aoty T8 11 45 & T 3 5 88

gi bR, AgNR-8 MRIENIEZ—ME S0 FIREE29], 2 5HFHEH AP-1 1 NF-IL-6,
H PP N R 4%, (H R Z R 78 /& NF-«B [29].

5. Wig 54t

EWEdnfe. - anp e s b & aw AN 2-8, Hik, EEREAL T, JLFARNA
FIFHAAE, AERRAMMEH T S0R 3~ LRI ER T, HWE SN 10~100 f5[57]
[58] [63] [89] MbAN, FHAHMIA -8 52 ARt 7E Je 20 B « A B2 40 M LA % Jiv e A 5 1 e &4 S5 240 . | 3Rk [29]
i BLAEMRE B F-8 PTHE S R PRI i B R A B R (901 Rl A4l 3R-8 [ 5 R e
FHOR IR LA 2E i CXC LR F a2 50, ln, B BR. BEaFE. I, BB iR
(R 7 HE 292910 AT UL, EIZHPRAER-8 B T fE s A B B EE I ThEE, E R VAT 0 Tt A
A 4 E BN S AR
oW

W R E S TR SR S TR 5, ORHIRE 9 1 SRR
& H

AW RAFE] T AT A B AR R 4 B B H (LY20C050001) . #iT 4 H R Bl & & & B I H
(LQ23C110001) A4 RBHZ TR H (KYZ04Y22372) 1 3+
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