R IZBIIBTENA VORB L TORHE

S&g: jpn

HhRE

/ABIE: 2017-10-04
F—7—FK (Ja):
F—7— K (En):
YER

A—=ILT7 KL R:
FilE:

http://hdl.handle.net/2297/4505




120 CERARFETEEFRME $£1125 H4-5-6 8655 120 — 130 (2003)

BUHERICBITATYENIAL v ORBEFDOE

SRKRERFEEF RS A ERFE YRS
(EfE © ERieEsdR)

' M A

TEAAIFRREE LY, B/ vru7r—Y, FEHR, THRZ EOELEE, WEMEEOEER L4
LEYFNERAZEL, $<N2ULOCIEBEAENRERICES T I EMEMEIA TV 5. RIS T, BRSSERMER
RKEFIWBN/Kob 7 v P&V, BUHEERICBTA5EN A Y ORBLEZORE - SHERICB 2 HEERSEN TSRS
At L7z, WBN/Kob T v M DBEMM % S L, cytokineinduced neutrophil chemoattractant (CINC) % ¥ D4 E % 4 ¥ 5D
EALZERACEL, Fh, HAFEISTHBRSOREFVIERTANEYL, 7204 Y RBEICRIPTEHE4 T~/
WBN/Kob 7 v b Tld, 1BMEEELZI12BEICEV CRESWICHER SN, MEOY— 7131288, HHtto v — 2131681
T&Ho7z. CINC & MCP-1DmRNA IZHERBEHD 12BHTHFESN, 2ORET LA, 74 MIP2 12088 TELE
wEER LA, HorEh 4y ERBOHEBERLA. WBN/Kob 7 v MIISTAL 245 Lk 2 A, #H5ETIT12E8
BT HEEORIE - il - SHERIREE, 16E8ICBI A REMROEY - OB E Vo AFTRITEEICEE S .
7o, CINCEIFL®HETBTENA Y HERIE, WTFhd 12880 CHIRERE LB LISTALRSBECEEL M ICEETH -
7z ISTALGFREP s 07 7 — POMEABR~OEE - BEFIH L, CINCOEH 4RI &+, HEMIZBEHEDHE
BREAFILA-bOEEZ bR, DELY, 5y MEMBRICB T2 7 E0 4 » OBEEHIIC B 2 KR MEEE £
BL, BEREORE - ERICHESTALLLIS, rE44 > OEREZIET 2 EHORS S BEREDBIICER TH AT
AR S R,

Key words  chronic pancreatitis, interleukin-8, WBN/Kob rat, AR4-2] cells, chemokine, IS-741

BN JASR TT 20 B (2 BESL D IR AT S M 2 AT D %
EEBRTHZ, HREELTTLI—VEBRERCLS L OFE
LV, BERFTHTHERRHL AN LDDEL, S5t
DEBHEOTERER A H = AL IFHSR TV RV, 25—
oA % (interleukin, IL) 8IZCXCHr EH A v A—18—T 7 3
V—itBL, RHEGES TREDHRNEETRE-LTVS.
IL8IE MIMFHERDOEERF L LTREBENYY ZhETY)
PoBk, HER, MMM, MAEFEMR, AR, sEWRL e
DEADHBTESEEINIZEFFEINATVEY Y, F-1L
BIXHIIE?, BEMBREIFEESE TV "% EDaAERED
B bY, TANAEBEFEY, BEARETLY, SR
Il AR O D B U R EABIC B TORESTELTSEY
ZDIIEDER - BEA~OHEEITREENTWE, kI
LT, CThETERBELIBTZILSORETEIHTESA
THHIN REMEFEEREDY - — L LTOFHEER?
FiE - EEELOHEITTRENTY S, —F, BrEikisic
DVTHETORE DN S 255, BERELIIETSIL8EH
DEFCHLTIFBELZEFE W, HiIce MEERELICBWT
BROHOHEBEHRD ZLITEETH Y, TLEBNICZOHE

FRLI3ETH 22 B EM, FRISEIASHSHE

BFENRICEFET 2 2 LIEARTRETH S, AHETIE, HR
RIEBMERELET N TH 2 WBN/Kob T v + DM BV,
CINC JL8A—s8—77 31 —IZBL, ¥ FGRO-a DFED
T RUMORERG 7 Eh 4 ¥ Th b BEGEMS » 85 B
(monocyte chemoattractant protein, MCP-1) &, macrophage
inflammatory protein (MIP-2) D REIEDIREFIZEAL & 5 FELp22
B R TREZMIHRET L, BUBEAORE L OB LRE L
Jo. 50T, MIAERREEL, THESHRIEL Lol
NTWBIS741% WBN/Kob T v MZiR5 L, FORE% ik
FEIIEHME L 7. F7, ISTALO 7 T 4 Y RBEBEICRITT
HET O FEYEN, HREEOICHRIT L. 8510, HRER
RAR4-2T MM, & MEMEAMMICIBI LTS S EBEE
ZORBEIZDOVTEEI L, FOERIZOWTRIT L.

¥R EH &

I. BERBERMEERTETIL (WBN/Kob 5 v 1)

LEROHEEWBN/Kob 7 v b (BASLCH, KEHL0g) %
EHHE281%, JEl6% & WE % BB I2& U EhYEHSE MB-
3 (IMERY) TUBEMAT L., LEFMBTIEDNS v M4 E

Abbreviations: CINC; cytokine-induced neutrophil chemoattractant; GAPDH, glyceraldehyde 3-phosphate
dehydrogenase; I1-8, interleukin-8; iNOS, inducible nitric oxide synthase; ISH, In situ hybridization; MCP-1, monocyte
chemoattractant protein; MIP-2, macrophage inflammatory protein; TGF- 5 1, transforming growth factor- 8 ;; TNF- ¢,

tumor necrosis factor- «
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FL, BEEREB L, —8%4%35 74 VLT LT FIZ
T4TC - 16WBEER, 8771 YEEL, YWHENK, HE
e (O CREMRBE Y RE L. HEORE - B - £5EM
R - REHIE OB - R - BEOBRR L Vo 18R
RTHLNDIFRERAFRBEENEH L L, ZOEE GRS
FEEIEDREEEFHIL, WEFROOLEWEEE AT
TO, WENFBRUTDLERATT, FENBH550%D
EEERIT2, WMENFSOBULENEEZ AT TIL 5 HEH
IZTAaTiEL7. & 512, CINC, MCP-1, MIP2 ¥ E&
Ry WEEE PCREULE (reverse transcription-PCR, RT-PCR) 12 &
Dk L7,

I. 1S-741 % 5%

PUgEsIE L L TIS74L (RIRRESE, HREE, KK, BX) %
BR O FAH MB-3 7R 12 0.012 % Dl B2 FA% L, WBN/Kob 7 v
MCREOMIZ4ERE ) 5255 E Lz, $4MB3DAS
RizBEEkarybu—LBEE L7 8:B#, 128, 16E#TO
RETEHEOT v PEBRL, HEMTHELINEoZ &L
HE#@21T7- 4. 8:EHE, 128, 16BMOERHET, a2
FE—-LBEERENGIC, 100C, 8T, IS741f%5BIZF1
ZH6IL, 8L, L& EBHV /. ATl X 37 & F#EICH
v, RHAREE R L, SOICABo—BEAYy, FER
B RT-PCREIC & 1 CINC, MCP-1, MIP-2®» mRNA D5 # B
L7

. b bRt

19874E 4 A% 200243 A & TIZ &R KM AR IEE M
s L UF DB IS THRET L, SEHTRE B EE
R E LA, REBORFISEBMEER PIEY) 2661 (HEEL7
Bl, SLERERAEAG, RUEERMEEESS), HERE UM TH-
oo ThaBBE LT, BROELMFEMOBIEMHIR S
EFEBEIFIZ Fv 7z, M TH S N B % 10 % PR
FL=) YIZTHI6RMEER Y7714 YEHEL, 3~4um
DT 2 ER Lz, 28, UBRERTERICHAVAZ LI
LTI, ZAHLIVEREICHOLLOLETCRAELZEL.

V. #RREER UNE

Z v b EREMI L S ARG-2T MR CKEAREE, KIR) %
F12K Bt (10 % MG RFMiE, =2V >, AF<A4 0% E
tr) I2T5%CO0z, 37CHDA Y Fax—§ —HmTEEL:.
AR4-2] MR Z A+ % >~ (menadione, ¥ 7<% T
FOwF YUvy, B, Jv MEBHEERT (tumor
necrosis factor, TNF)- a« (Pepro Tech EC, London, UK), & B
BEWARET (transforming growth factor, TGF)- 8 1(R&D
System, Inc., Minneapolis, USA) % & 4 504 M, 100ng/mL,
Sng/mLOFHREIZREL, ®MLL. AROLEZE6E
Fv, ERREHEDEL:.

V. IL-8 RiEHeE

v b A F 100% % S L 22T 54, 26, 100%T
¥ /= VT340 2H, 90% ¥ /—NVT34HE, 70%L9 ./
—VTC3GEOBIST 74 Y MERITo . REEE I
DAKO LSAB ¥ v b (¥F2-Ix/3r, TH) Rz —%k#t
Kizidie M IL8 £/ 7 0 —F ¥k (Genzyme, Minneapolis,
USA) Z50f# ML CTHW, 4CIZTI6RERIES . Hw
TEFFUVEBTRIUE (52 - Yy 3y) 2Rosd, &5
123-7 3 /-9-TF VA W23 — )b (3-amino-9-ethylcarbozole) (2
THAIE, FOBRAT IRV VIZTEEREZITVE AL

To. Elo—RPLEOBRMMEE LTEEYY R gGr v, [
HOFEICTREREETo 7.

V. RT-PCR

RNA isolation kit (Ultraspec-1I, Biotex Laboratories, Inc.,
Houston, USA) VT T v MEEHEL L H B RNA Z3H L7,
ZF 7=, Simple Nucleic Acid Prep (S.N.A.P.) RNA extraction kit
(Invitrogen, Groningen, Netherlands) # F\WCAR4-2THIfE L ¥
ZRNAZHE LA, 4 O#E{EF D cDNAIK RT-PCR kit
(StrataScript RT-PCR kit), (Stratagene, Inc., La Jolla, CA, USA)
FRHWTEBR LA, PCRIZfER L7 GRO/CINC, MCP-1,
MIP-2, FER —F{LERELERF (inducible nitric oxide
synthase, iINOS) @ 7 F 4 = — (sense, antisense) DEFIILLT
DENTHB.

GRO/CINC x5 77 £ =— & L T5-GAAGATAGATTGCA
CCGATG, 3734 <—L LT3 -CTTTACACACTC
TCCGATAC™, MCP-1i3 5-CACTATGCAGGTCTCTGTCACG,
3-ACCTGGTCTTGGTTCACTCTAGY, MIP-21ii5'-
CAGTGAGCTGCGCTGTCCAAT, 3-GACTTGTTTCCGTT
CCGATTGA"Y), INOSI2 5-GTGAGGATCAAAAACTGGGG, 3™
CACCAGGTTGGACGTCCA®, MW~ ba— & LTk Y
AT VT Ee F3) YEEBKFEREE (glyceraldehyde-3-
phosphate dehydrogenase, GAPDH) 7% {4 =— (Clontech
Laboratories, Inc., San Diego, USA) # i\ 7:. PCREWIIESR
WRENIZCHRE L, SR IEEEBTY 7 by =27 (ATTO
Densitograph ver. 3.02) (7 b —, HE) # A CTllE LA,
##4 O mRNA® GAPDH mRNA L H# L -RBRE (F4D
mRNA/GAPDH mRNA) &l 45 Z L2 & D RERWEFT %
Foi-.

V. SBkRBFANT TVELE—3 > (in situ

hybridization, ISH) 7

ISHIZIXISH ¥ » b (Maxim Biotech, Inc., San Francisco,
USA) # w7, v MIL8F N IXZ Lt FF 7u—7
(Biognostik GmbH, Gottingen, Germany) @ i#f % 250ng/ml &
L, 22CIIT—MA vy Far—aryli L2CTEHEE
BREWCIEREL, TVAU74RA77 4 —EOERTICE
ft=ra7NV—5 b 5 7L (nitroblue tetrazolium chloride,
NBT)/5- 70 E-4-7 0 03-4 7 F— )b 1) & (5bromo-4-chloro-
indolylphosphate, BCIP) % %5 & /=, Nuclear Fast Red
(Biomega, Inc., Foster City, USA) # BV E %2 TV, #HAL
7. By bo—-nE LT, ERUKFEEVATE-TER
B&E7. Thi o7 E—71d DNA labelling kit (Biotin-High
Prime, Boehringer Mannheim GmbH, Mannheim, Germany) %
HWTYdF  EBRETo 7.

VI. st

M2 i unpaired tH#%E, Mann-Whitney's URE, XPRE %
vz, P<0.05% b o THEFHEMICEEED D EHE L.

39 &

1. WBN/Kob 5 v hBEORIBIBLEA0HEE

WBN/Kob 7 v b D MMM L, FMEDEE, W
BRIl OEE, EMIORME, Wi, S, BERREOE
e EORBEER CTIRBEN AL AT RIEELNTEHD
ZEMEEREL, LTOLdIcxa 7 {Li?. 2370, &
TEEL; ATT1, 25%T, Aa72, 25%H9550% ; A
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FERFRYIZWBN/Kob 7 v M DFERENEB T2 L, 112
T L 4R U8R T IR R T Es S Ik
o729, 12k TEREELOMSFNITEIERLS. BEo
FIE, H, JSEAIREEO - 2031288, IRESEOE
T, ML, EEREOBEROY -7 316 HETH o172,

I. WBN/Kob 5 v hEICE T3 EESEH1 > D mRNA

NFER

4, 8, 12, 16, 20, 24;B#i> WBN/Kob J v I BE#L#kA &4l
HLARNAL BT ED A LW TAETFT 4w —FHCTES
117: RT-PCREW % 2% T H U —AF LI TESIKS % 1T-7
EZA, MIAIZRT & 912, 4588 T CINC mRNAZ367bp 2,
MIP-2 mRNA i3 210bp D B IZBIEAFER 2, 12:EETRD
S RRELL. TALOFALA XEHROL DL —H LAWY,
% 72 MCP-1 mRNA i3 294bp O i & = 858 55 & I =
I, 12BETHRECERLA.INOBEHROL DL £ A5
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Fig.1. (A) Expression of CINC, MCP-1, MIP-2 mRNA

analyzed by RT-PCR in the pancreas of the WBN/Kob rats
every 4 weeks. GAPDH was used as an internal control. (B)
Relative expression intensity of CINC, MCP-1, MIP-2 mRNA.
Expression peaked at 12 weeks. *P<0.05, versus other time
points (Bonferroni/Dunn analysis). The data are presented as
the X = SEM (n=6). Closed circles, CINC, mRNA; open
circles, MCP-1 mRNA; open squares, MIP-2 mRNA.

[l

L7,

B 2% 4 @ mRNA @ GAPDH mRNA & Hli U 7= 53 e
RSS2 L ck hpERAICENT A &, RIBIZRT D
& <, CINCm RNA &£ MCP-1 mRNAZ 12386 C¥ — 7123 L
ob, WAL, MR E~NI2HEBTHEEIIBHETH -2,
MIP-2m RNAIZ 128 T — 2 %31, 4, 8K U248 & It
NHBEIEETH o2, F72, MIP-2 mRNA I 1658606 b M
BHOSEBIATEIE L, 20M#CREE LR R L2, 1608%
KO 24506 & HRFEEIBO SNl h o,

. 18741 DI/E5HFE

SRISIEIB MEREJeE 7L Td 5 WBN/Kob 7 v MIiliE o
MB-3 fHlO&AEE 2 ey ba— e L, SEHIEH
TEJERHEIS T4 % A L TS L 2 BRI B80T 2 Il oo i 1
HMARSEWAT R & CINC, MCP-1, MIP-2 mRNA& 7 €4 1 > D3
BRal@ L7 R2I0RT I8, IS74185 50Tz o~
PO —LEEEE LIS PIZBETH Y, WA DT EHWA
FHMECTHRE T2 &, K20 X IZIS T4 5T 128112 3B
THMEOERE, MEREORES o P o— BB LA
BUBETHo72. /216085 2IREMIEOEPE,
HMALoBES I v Fa— L MR LA EICIRETH - 7.

FTrENACOMEL LT B £, 1S741 £ 5.8 ¢ CINC,
MCP-1, MIP2 mRNADZEHIE W) R3IZRT L 912, %
FEDE— 7 ThHDHIHEMTLIHL, P T4 5 L X4
KRTITEL, WTFROTXEH A L ORBL AL G 1285GT
I MO VBRI LB TS - 7.

V. AR4-2) #853(- 17 3 CINC, iNOSHI

TR B MO Sl BRI ARA-2T L2 3\ T, A+ 2 > i,

0, 2, 4, 8, 16, UMEOKIEE TORMNELEHREFT2 &,
CINC mRNA (3 4L 1% 2 B CTIIMATEEL &, INOS mRNA I
RAMFDRETHRERFLTE Y, 2EHDRHEMEE 4o 7 (M
5A). #7:, GAPDH mRNADFHME LT 2 L1251
K 7z 458 BAEAT T CINC mRNA (2L T4 815, iINOS
mRNAF 2RI — 7 2R L7 (5B). KIZTGE-23 4,
TNF-a & AR4-2] ML D2 U AP IR L, ALFLAR 24 BE R o0 1%
HOCINCEBRMEE % RI-PCRIFEIZTHET 2 &, b4
FA A DBEMEMTIZCINCOREHIZ ZChTFh LhHins
N /zd®, WEEBRIZRMLZBEETRGA IZRTIE L
CINCHH1A% { FE S N/, PBERIGHTIC TRBIME % Ik
TAHE, M6BIRT L TGF-3,, TNF-o W& BN CH
EIZCINCEBAE - 72,

Table 1. Histological findings of the pancreas in WBN/Kob rats (H&E)

Weeks

_ Interstitial Inflammatory cell Acinar Ductal
(X £SEM) edema Hemorrhage infiltration degeneration Fibrosis hyperplasia
4 (n=6) 0 0 0 0 0 0
8 (n=6) 0 0 0 0 0 0
12 (n=6) 1.50£0.22% 1.500.22% 2.50%0.22% 1.67£0.30 0.92+0.40 0.83::0.48
16 (n=6) 1.33£0.21 1.30£0.21 2.10%0.31 2.50£0.20% 2.551£0.30* 1.83£0.40*
20 (n=6) 1.33+0.52 1.17£0.17 1.60+0.33 2.17£0.17 1.56=£0.34 1.1740.17
24 (n=6) 1.3340.58 1.00£0.00 1.30£0.58 1.00£0.00 1.00%£0.00 1.00%0.00

Histologic findings of pancreas in the WBN/Kob rat. Pathological scores were based on hematoxylin and eosin staining.
Data are X =SEM (n=6). Scores: absence of lesion:=0, involvement percentage of<25%=1, 25-50%=2, >50%=3.

#P<0.05 vs. other weeks.
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12 weeks

16 weeks

IS-741 (-) IS-741 (+)

Fig.2. The changes of histological findings of chronic pancreatitis in the WBN/Kob rat at 12 and 16 weeks based on hematoxylin and
eosin staining. Only mild pathologic changes were seen in the IS-741-treated WBN/Kob rats at each time point. Bar indicates 100,:m.

Table 2. Histological findings of the pancreas in 1S-741-treated WBN/Kob rats (H&E)

_Weeks Interstitial Inflammatory cell Acinar Ductal
(X £SEM) edema Hemorrhage infiltration degeneration Fibrosis hyperplasia
Control
8 (n=8) 0 0 0 0 0] 0
12 (n=10) 1.08+0.23 1.13£0.15 2.40=0.15 1.33%0.30 0.920.40 0.58£0.29
16 (n=8)  0.89+0.12 1.00£0.21 1.64%0.12 2.36+0.20 2.55%0.30 1.73+0.27
1S-741
8 (n=6) 0 0 0 0 0 0
12 (n=8)  0.22:£0.015* 0 0.500.33%* 0.75%0.53 0.75£0.50 0.6340.42
16 (n=6)  0.580.47 0.50+0.22 1.08+0.27 1.17£0.31* 1.17£0.31* 1.00£0.25

Histological findings of pancreas in the IS-741-treated WBN/Kob rat. Pathological scores were based on hematoxylin and
eosin staining. Data are X =SEM. Scores: absence of lesion:=0, involvement percentage of<25%=1, 25-50%=2,
>50%=3. *P<0.05; **P<0.01 vs. compared with control.

V. b MEESICS TR IL8EARE
1S-741 (-) 1S-741(+) © b IEHLAR BT, RS LS Sl A AT L 7
‘ &2 A, BERERARETIE, EEAN, MEREERE, NEo
CINC BTN BEEREEEE  367bp

REAROME I IL8 2 < BB L Tz (F74). #EH

MCP-1 294bp HRIZBUTAIL8DEME AL L, BEEELAHME T 266H
195 (73%) CTIL-SAIETH - 724, WEREHEHE 14 00 B OIS

MIP-2 el R  210bp MELER FITIX & TR TH » 72 (33).
GAPDH T — 452bp v MBS BT IR oRE Y, —UR s
8 12 16 8 12 16 HHMHMEALEROEEEFH L, DToica®L. 0 F
Weeks ¥ (grade 0) ; 25%LLF [ §REE (grade 1) ; 25% 75 50% W
Fig.3. Gene expression of CINC, MCP-1, MIP-2 in pancreas of FIZ (grade 2) ; 50%LhL | BFE (grade 3). ThTHOE, &
WBN/Kob rat from 8 to 16 weeks. RNA was isolated and TN 26 BB DRRIE 2+ 5 &, grade 1iZ 114,

cDNA was synthesized and analyzed by RT-PCR. Product grade 212 6%, grade $1Z9BIZ5HT b7, ILSRHORIES
sizes are indicated at the right. GAPDH was used as the

e WEAE, RO SR, WA RE T S L (),
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REAN G EERM B CILSREEIFET LTz, —4,
RSN, RERRTIRAELISERT S I TREXNE
(ot

Relative expression intensity

Kk

0 ; :

8 12 16

Weeks

gl

V. b RBESE#C 3 15 IL-8 mRNA R (ISH)

ISH i IZ X ) B MRER M 81T 5 L8 mRNADBE &S
ThL, MIBIZRTIL A RELEBOKREFBIC, IREH
Fa, #EMES, MEEMROMBE CEAMHEREN. K
BEHETIIRETH - 7.

* %

!

8 12 16
Weeks

Fig.4. Relative gene expression intensity of CINC (A), MCP-1 (B), MIP-2 (C) in the course of chronic pancreatitis in the WBN/Kob rat.
The relative expression intensity of each mRNA band was determined with an image analyzer and the ratio of each mRNA/GAPDH
mRNA was calculated. GAPDH was an internal control, and the data are presented as the X - SEM. Open circles, untreated WBN/Kob
rat (n=6); closed triangles, IS-741-treated WBN/Kob rat (n=6). *P<0.05, **P<0.01, IS-741-treated WBN/Kob rats compared with untreated

WBN/Kob rats.

A
CINC o Y GRS e ey <= 367 bp

iNOS T < 380 bp
GAPDH - 452 bp
[} 2 4 8 16 24 (hrs)

Relative expression iniensity

Time (hrs)

Fig.5. (A) Expression of CINC and iNOS mRNA analyzed by
RT-PCR in AR4-2] cells treated with 50..mol/L menadione.
GAPDH was used as an internal control. (B) Relative
expression intensity of CINC and iNOS mRNA. The CINC and
iNOS mRNA peaked at 8 hrs and 2 hrs, respectively. *P<0.05,
versus 0, 16 and 24 hrs (Bonferroni/Dunn analysis). The data
are presented as the X £ SEM (n=6). Open circles, CINC
mRNA; closed circles, iNOS mRNA.

A
CINC <+~ 367 bp
GAPDH 4452 bp

0 TNF-osTGF-p, TGF-§, TNFa

* 3
% 1

Relative expression intensity
w
.

0 TINF-a+TGF-B, TGE-B, TNE-c.

Fig.6. (A) Expression of CINC mRNA analyzed by RT-PCR.
In AR4-2] cells treated with TNF- « and TGF- 3, for 24 hrs.
GAPDH was used as an internal control. (B) Relative
expression intensity of CINC mRNA. *P<0.05, versus
AR4-2] cells treated with TNF- ¢ and/or TGF- 3, for 24hr
(Bonferroni/Dunn analysis). The data are presented as the
X + SEM (n=6). #P<0.01, versus untreated AR 4-2] cells.
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Fig.7. IL-8 expression in human chronic pancreatitis tissue detected by immunohistochemistry and in sits hybridization (ISH). (A) I
protein was localized to the cytoplasm of acinar cells, proliferating ductal cells and infiltrating inflammatory cells. Bar indicates 2004
(B) The results of ISH were similar to those of immunohistochemistry. Bar indicates 100 m.

Table 3. IL-8 expression in human pancreatic diseases

IL-8 immunoreactivity
n (%)

Normal pancreas (n=9) 0(0)

Pancreatic cancer (n=14) 0 (0) :I | ok
*

Chronic pancreatitis (n=26) 19(73.1)

Statistical analysis was performed using the ¥ * test. *P<0.01;

#kP<(.02.

& =

rEAM VT PREERERAEE T L0 b, BER
EUEBICBVWTEERREEE) L3N T2, BHERRIC
BIFarEHs4 rORBICOVTIZEEIZ WL D2 0HEN L &
NTVBHTO0 BN EERORIE - EEBRICBT5IL8RH
DEBHTELICOVWTRINTITHRE SN TR, E 51T,
b MEMEROFE - HERARE A RERESNS SV IIREE
HEERICE T 5 L IREBICRARTRETH S, 2 TRNE
Cld, BAREBMEAETVLTHLWBN/KobS v b E BV
THRDSE - ERBREE WL L 2AS, CINCERLE LT
By ENA Y OBEERE L. RETFLTIERLEDR
APLAFLBELEET, BUEBEROBESCERLBETES.
BEN BEVATHAGFREREFAHAMBITHEETLL,
EFVTIIHEFEICIEEE T THREBRZERETH B, 12
ERTHEORIE, Wi, fERRBEEOE—-ERL, 168
BTIREMBEZEY - EERMEL, BEARROE— 2 2R L.
ez B H RT-PCRIEIC & A CINC mRNA OFER R TIX, 8
HRROREIC KL, REAKRFYICEEELOBRATSH
21288 TCINC mRNAEHO Y — 758 e, /2, #
Mk - EEOBIEISETT L7 165885 C, CINC mRNARH L X
VEETLZ 20L& CERBICBI AERRERILT
CINC mRNAMHERK L 7= & h b, CINCERBIEREFVICE
FAEREADOFE YR LTWwEEEILNL. 2512, TR
FREERIZIEH % 4 BB £ U8 E#ERO WBN/Kob 7 v M
<, BEIZCINC mRNARFIW AL A FEHELTWE. TDL)

Grade 0 Grade 1 Grade 2
Fibrosis grade

Expression rate (%) of IL -8
in different types of cells
8 8 2 80 B &8 883888

(=]

|
Grade 3

Fig.8. IL-8 expression in each cell type in the progression
human chronic pancreatitis. (A), acinar cells; (B), infiltrati
cells; (C), ductal cells. The expression rate of IL-8
decreased in acinar cells and increased in proliferati
ductular cells and interstitial infiltrating cells as panrea
fibrosis progressed.

BB RAERT H B W ISR EX RS CREIZ CINC mRNA A

LTwaZELD, CINCOAZDRHEICHES LTS TTHEN
A ENT. L LBERFRER O CINCOFEHRT, MM
EOMBICRET 2 2ETAHTHS.

MR EE L REFNEIEERELTH Y, Zha
B L DKELENTH S, FEHA VD WERMEICES
AOBEhERFLAHE IR, —F, HREEL 8%k
DETBrENA Y EORRICE LTI, (ERERRMEES
O P IL-8 LANAAHMT 2 tRESATWVED
SEIOFRICBVT, BERELE FEh 4~ DBERICESY
3¢, TFTWBN/Kob% v b D BMERLEFILTIRCL
mRNA D ¥ — 7 1288 T, FEHHELO Y~ 7 2516:8#
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Abstract

Chemokine has various biological effects such as leukocyte chemotaxis, and its associations with various inflammatory
diseases have been reported. In the current study, we attempted to analyze the expression of chemokines in chronic
pancreatitis (CP) using a spontaneous CP model (WBN/Kob rats) and the therapeutic effect of an anti-inflammatory agent, IS-
741. We also investigated the expression of CINC in rat pancreatic acinar AR4-2J cells and human pancreatic tissues.
Histological findings of CP appeared at 12 weeks in the WBN/Kob rats. The peaks of inflammation and fibrosis were at 12
and 16 weeks, respectively., The expression of CINC mRNA was significantly induced at the onset of pancreatitis at 12 weeks
and decreased thereafter. The administration of IS-741 to WBN/Kob rats significantly reduced interstitial edema,
hemmorrhage, and infiltration of inflammatory cells at 12 weeks, and the degeneration of acinar cells and fibrosis at 16 weeks.
Furthermore, the expression of CINC and other chemokines significantly decreased. These results suggest that CINC play an
important role in the onset and progression of CP and that IS-741 ameliorates chronic pancreatitis by suppressing the actions
of chemokines. Moreover, inhibiting the expression of chemokine may be useful for the treatment of CP.



