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DIPEPTIDYL PEPTIDASE IV (CD26) EXPRESSION ON LYMPHOCYTES
IN BRONCHOALVEOLAR LAVAGE FLUID
FROM PATIENTS WITH SARCOIDOSIS

Yoshiki Ishii, Kazuyuki Chibana, Takeshi Fukuda

Department of Pulmonary Medicine and Clinical Immunology, Dokkyo University School of Medicine, Mibu, Tochigi, Jepan

Sarcoidosis i1s a chronic granulomatous disease of unknown origin, showing Thl-dominant profile of
inflarnmatory response. Dipeptidyl peptidase 1V {CD26) is a cell surface regulatory enzyme. Since CD26 expression
on tymphocytes is upregulated by 1L-12 and IL-2, it has been proposed as a maker of Thi response. In the present
study, we investigated the CD26 expression on BALF lymphocytes in patients with sarcoidosis using flow cytometry.
CD26 positive rate in sarcoidosis was significantly higher than that in healthy control, eosinophilic pneumonia, and
atopic bronchial asthma. There was significant correlation between percentages of CD26 positive cells and
percentages of lymphocytes in BALF from patients with sarcoidosis (r=0.778, p<0.001). However, the correlation
between percentages of CD26 positive cells and CD4/8 ratio in BALF was weak (r=0.405, p=0.076) . These findings
suggest that CD26 may play an important role in the mechanism of lymphocyte accumulation into lung mediated by
RANTES and that CD26 expression on tymphocytes in BALF may be a useful marker reflecting disease activity in

patients with sarcoidosis.
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Figure 1, Structure and Characteristics of CD26
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n TCC MacTopage Lymph PMN Eos

(x105/m1) (%) (%) (%) (Y}

Sarcoidasis 21 421F258 T2 28421 0.8 140.8 0.3+4.3
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Pacumonia G 621143 LLE£1 18+1% 3033 31x28
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Table2. BAL Findings(1I)
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Figure 2. Percentage of CD26 Positive Lymphocytes in BALF from
Patients with Sarcoidosis and Allergic Diseases, Sarcoidosis
HC: Healty Control, EP: Eosinophilic Pneumonia, BA-AT :
Bronchial Asthma {Atopic type}, BA-NA: Bronchial Athma
{Nun-atopic), SA: sarcoidosis.
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Figure 3. Correlation between CD26 Positive Rate and Percentage
of Lymphocytes.
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Figure 4, Correlation between CD26 Positive Rate and CD4/8 Ratio.
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EXPRESSION AND FUNCTION OF PEROXISOME PROLIFERATOR-
ACTIVATED RECEPTOR GAMMA IN HUMAN ALVEOLAR
MACROPHAGES

Kingo Chida, Kazuhiro Asada, Takafumi Suda

Second Division, Depuartment of Internal Medicine, Hamamaisu University School of Medicine

Peroxisome proliferator-activated receptor gamma (PPAR y )is a member of the nuclear receptor family of ligand-
dependent transcription factors and regulates adipocyte differentiation. Recently, it has been reported that PPAR y
ligands, such as 15-deoxy- 1 '*'*-prostaglandin J. (15d-PGJ:) and the thiazolidinediones, inhibit the production
of inflammatory cytokines from monocytes and the activation of macrophages. Using reverse transcriptase
polymerase chain reaction, we investigated the expression of PPAR y in human alveolar macrophages (AMs)
obtained by bronchoalveolar lavage and compared its expression with that of human peripheral blood moenocytes.
We found that the expression of PPAR v mRNA in AMs was significantly higher than that in monocytes. However
there was no significant difference in the expression of PPARe or 7. To explore the functional role of PPAR y
in AMs, we examined the effect of PPARy ligands on tumor necrosis factor alpha (TNF-« ) production by AMs
stimulated with lipopolysaccharide {LPS;. AMs were incubated in culture medium containing LPS in the presence
of either vehicle only or PPAR ¥ hgands, 15d-PGl, troglitazone, and pioglitazone for 24 h. The concentrations
of TNF-g in the medium were measured by enzyme-linked immunosorbent assay. We found that all three ligands
inhibited LPS-induced TNF-a production by AMs in a dose-dependent manner. These data suggest that PPAR y
in AMs may play an inhibitory role in inflammatory responses and that PPAR y ligands may be potential agents for

the treatment of inflammation in the long.
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25-Hydroxyvitamin D1 « -hydroxylase (1o AK{LEER) BInTD
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FH & W mHE HE XL

la REE{LEER L, BRI L 25-hydroxyvitamin D3 2 5{EHM O 14, 25-dihydroxyvitamin D3 % 45
T4, hag V= 2 CIEEMURRE~ s o7y - VOTEBREEEIL, AL 7 AMEDENE
FEROATES, A0, Yo F— 2 ARFOMI-7 07 v —VIZBT 5 1o REHEBEEETOR
REWOHTRETAEE S, FREENY, A 9B ENEELRIL. v Lo F—L AT
TEENSEEL, FHFLaf F—LAHEL I bO—Lk L RT-PCR 27\ 1o KEE{EBEFORBERE
WA 1o REREMEORERIF LI F— VAP 108 £ 36T, T ba— L0224+ 14 &0t
O (pe002) THEL TV, e, SEERES BAL P oSERbbER A L, iifE, EsERe0ZE L
MG BIEFITEEE TR L. AN AUEII D Tid 1 e, 25-dihydroxyvitamin D3/25-hydroxyvitamin D3
e FHECHNEARL, Y24 F—3 28052800y 7 AMEOEINE &2 57,

A Significant Correlation between the 25-Hydroxyvitamin D3 1« -Hydroxylase
Gene Expression in Alveolar Macrophages and Activity of Sarcoidosis

Kingo Chida, Naoki Inui, Takafumi Suda

Second Division, Department of Interng! Medicine, Hamamatsu University School of Medicine, 3600 Handucho, Hamamarsu, Japon

Hypercalcemia occurs in granulomatous diseases such as sarcoidosis. The activity of the enzyme 1« -hydroxylase
converting 25-hydroxyvitamin D3 to 1a, 25-dihydroxyvitamin D3 has been detected in alveolar macrophages
obtained from patients with sarcoidosis, but there has been no study on the relation berween the 1« -hydroxylase
gene expression and the activity of sarcotdosis. To demonstrate the 1« -hydroxylase gene in human alveolar
macrophages and clarify the correlation between the 1« -hydroxylase-mRNA level and the activity of sarcoidosis, we
selected 7 patients with sarcoidosis and 6 control patients with other pulmonary disorders who consecutively
underwent bronchoalveolar lavage. The level of human 1« -hydroxylase mRNA was measured by semiquantitative
polymerase chain reaction amplification.

The expression of | «-hydroxytase was demonstrated in purified human alveolar macrophages, The 1« -
hydroxylase-mRNA level in BAL cells was five-fold higher in sarcoidosis than control patients. There was a good
correlation between the | e -hydroxylase-mRNA level in BAL samples and the relative population of alveolar
lymphocytes and the 1, 25-dihydroxyvitamin D3 to 25-hydroxyvitamin D3 ratio. There is a good correlation of

1e -hydroxylase gene expression in alveolar macrophages with the activity of sarcoidosis and calcium metabolism,
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WARE(RT LA BT SN 72 1 KB
1EBEFEE, TICERIZ 2 L, 25-hydroxyvitamin D3 70 5
EHRIO 1o, 25-dihydroxyvitamin D3 % &K L, & L
T AEORLERETEST. —F, ERABEORIE
EUEBTHLY VT F— AL, REETILF0% e
BHTH LY, BRTIEY PO BT %O TEI L
VULAMERTHI N T ARET 2T I ML RT
VA LTS D AR 2 0 T o — U BRI
BAERTIEHESNTED 25, SF L7 AME
DEHEEZ GNTEL, 4|, Y034 F—TAEE
DO~ 077 — VBT A lo KEALEEE

3 I HREFDA NS 7 LAHICBEART 5 BEME (F3)

MR TETRED 2V, 8L P2 ABE
T 7 A, la, 25-dihydroxyvitamin D3, le, 25-
dihydroxyvitamin D3/25-hydroxyvitamin D3 Ft 4% B & LT
viZs,
4:H¥-70Oy FOBER (Fig1)

B3 L— vt haf K- AER, £2L -tz
PO NEERRT N T A = AERIT 1o KERE
BEE D/ FHE RO LT,

5 1a KBILBEFEOREE (Fig.2)

GAPDH S HE L ratio # » ©, FHEM T 1o KEEAL

HEOFREETB L. oy bo—L#EEEER, 0

{ZEFoRMEMOTHEETL & & b2, BEiGE Table1l  Clinical Characteristics of Patients with Sarcoidosis
%, AV AN DEEE RS L. Patient Age/Sex Chest radiograph ACE  Symptoms AGEVC
Stage Qutcome au/ (%)
A 63/F IT  worsen 29.9 dyspnea, cough -14.6
- B 31/F I 20.2 nene
MEREHE C 65/F I persist 14.0 fatigue + 3.0
. . o D 46/ F II  worsen 19.8 dyspnea -16.1
WIS RIS T B O oW E 30/F Il persist 126  none +100
. . ) F 39/F I persist 18.2 none - 35
VaA{ F—ABETHRE Lz, 27 u—L#E ¢ 59/ M 1 170 none
& LTHivaAf F—2 R J’J\%OD COPD, 1P 7:5 b)) Chest radiograph Outcome

MEREEEOBEE L. Fikk LTHBAL
AT U, MG D o tera 7y =3
ALY, AGPCIHEIZ T RNA T HiH L 72,

worsen: infiltrates deteriorate compared with initial finding
persist : infiltrates are unchanged compared with initial finding

AGFYC : changes in %FVC during the period between the initial examination and the present study

Table2 The findings of Bronchoalveolar lavage Analysis

MMLYV il SR E N TcDNA &KL, oD

‘ Total Cel P P f "
cDNA % template & LT PCR %47\ 1 o REB{LEE Paert ooy e <1t Mzrgrec'»?ﬁg;s? Lfr;c;’r:g‘:%eeg Coarcoa
FORJMBTHET . BBEIL GAPDH THilE L, Sercodoss 200 60 08 11.90
semiquantitative ZEFi %77 > 72, 72, PCR EWY 5 & ¥t o8 Bl 8z

. - . = . D 33 116 82.7 323 858

s TEy PTHEERI L. E 78 150 816 182 not done
F 73 3.36 95.1 4.5 not done
G 64 1.41 Nn.o 7.8 11.29

mean+SD 643+ 155 1.8210.84 79.8+15.3 18.2+£13.7* 8.44+3.28"
Non-sarcoidosis

= =23 1 43 2.03 93.4 52 0.94
2 50 5.76 95.2 4.0 0.49
3 60 217 96.4 2.2 0.1

1iMRE LAZYILT S F— 3 ABEOEKRE 4 53 068 90.6 7.2 227
5 43 2.00 98.2 1.0 2.52

’fﬁ 6 62 4.96 96.2 2.2 1.03

- H %} [;) $ H i EL/[ r n+8D 51.5+81 2941197 95.0+2.7 36+23 1.36:083
1998 4 12 1999 4 5 TICHERET
BAL % JifT L 72 fEBI % consecutive (245 & 172 *: p<0.02  compared with non-sarcoidosis
(1), WY, LY byrrar—v, BEEES,
PR S RETR, Flf#RE, ACE 2 &4 Thor. 7 Table3  Serum and Uripary Indices Related to Calcium Metabolism
FEB TR AESI A, DL > b ETRLOEAL, Patient Sonm  loized - Mrnary Catonm PTH 12503 b3 oabas
" N . um calcium C i 2'5[)3
nz{m: HEF‘W%@IIH}E‘, Hﬂf%ﬁ‘é@%.{t % Eﬂ@‘("ﬁéﬁﬂ mgydl mEg! mEgA = pg/ml pg/ml ng/ ml
ﬁ§%L) }: :—%2‘ [:3 ﬂf:. Sarcoidosis
. - mean* 50 10.1+08 2581023 64L50 0.10£0.04 33.4+231 5361127 1801114 4571368
2. iﬁgﬁﬁu@ BAL FEE‘ (ﬁ. 2) Non-sarcoidosis
METIES 45 &, ) RFRERE CD4/g A8 mean:SD  10.0+05 239+0.08 4521 008004 2IOL1Z3 4241131 175546  288+138

HLIf F— v ABIIBTHEICEGE L
7z,

G NE e i L
* UV ARG EOTEEE BHEE S

25D3 : 25-hydroxyvitamin D3
12503 : 1 &, 25-dihydroxyvitamin D3
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Fig.2 Expression of 1| e-hydroxylase-mRNA in alveolar
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4 F— VAR BWTRHAES G TIOE L Tn i,
6.1 KBELEERZ ORB R & AR ERENE & ORBE (Fig.3)

N4 V- AOREBERTIIEEERS Y Y L
T FOE DAL, R, MEREL SO b £ b
BAL 1) > /3ZRHHEE, CD4/8 B, MLiE ACE % &85 ¢
EEbhTwid, ZOHT, BALH ) »oSERIEEDN La
KRR ORHE L EOMMEEFT L7, IS IIEE,
itgae DEAL 2 320 /- fEfl TS A R L 22

r =0.83, p=0.044

1 o -hydroxyltase / GAPDH

The percentage of Alveolar Lymphocytes (%)

Fig.3 Correlation of 1 & -hydroxylase-mRNA and the percentage
of alveolar lymphocyte
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index & EA%R (Fig.4)

le KIELEREOEIHE L 1a, 25-dihydroxyvitamin

D3/25-hydroxyvitamin D3 & LD %R L7,

r =0.964, p=0.0182
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Propionibacterium acnes(Pocnes) B ORENHES L N ER SN AMMEIEETVIBITL 7 EH { »
BEAMREAT L, 7 A A 22 FRRIN S LI S ORI A R AT Parnev? B ERY - & LT
PER A Ll L2 SO R E AR S i, MIP-2 OB Tk £ 3o/, JO BRI LT MIP-
DAL £ UL CXCR2 it 510 & D FMITE g s he, =40 A4 — 7 THilg L AR ot i
BEAOREHMERZLTHLCCTER A ¥ SLC M T LI {RK LIS Lz e 2AlPpIkB L Uv 7 0
77— Ve R ET A SRR LR o THE L2, EEBM TE R T L, AT
D= THREDY 7 N— ALY FERAL TR0 LTREFTY Y238 i B8y TiE CDIT il o T Rig £
BAMBEOREADES bz, 35 CHESFRN L T AREMELGD HIIIHEE L Tz, b0
Borb 2 W EEICB T rEh A4 VANERBENOGTIENE 20 ) 5 Z LA Lk B L REFL
S BT A EIE IR R R N IR e o MR RN LR RS OB TN EE L R R 5?1
ALTEYD, BRI AR A e ME T A2 LB B Tk ﬁ’/J\ﬂﬁz Ly AR

Blockade of secondary lymohoid tissue chemokine exacerbated
Propionibacterium acnes-induced acute lung inflammation

Kouji Matsushima

Department of Molecular Preventive Medicine, School of Medicine, The University of Tokvo

Chemokine-chemokine receptor interaction plays an important role in leukocyte/dendritic cell {DC) trafficking
in inflammation and immune responses. We investigated the pathophysiological roles of secondary lymphoid tissue
chemokine (SLC; CCL21} and macrophage inflammatory protein-2 (MCP-2) in the development of acute pulmonary
inflammation induced by an intratracheal injection of Propionibacterium acnes in mice. Immunohistochemical
studies revealed that SLC was constitutively expressed in the peribronchial area and pericvascular lymphatics in
normal mice. MIP-2-positive cells were observed in alveolar spaces in mice challenged with Facnes. Both
neutralizing Abs against MIP-2 and CXC chemokine receptor 2 alleviated the Pacnes-induced pulmonary
inflammation when injected before Pacres Ag challenge. On the other hand, polyclonal anti-S1.C Abs exacerbated
the pulmonary inflammation. The number of mature DCs as well as macrophages and neutrophils in the P.acnes Ag-
challenged lungs were increased, whereas the number of CD4 " T cells, including memory T cells was decreased.
The number of mature and proliferative CD4* T celis in the regional lymph nodes were decreased in mice injected
with anti-SL.C pAbs compared with those in mice treated with control Abs. An in vitro proliferation assay confirmed
the impairment of the Ag specific T cell response in regional lymph nodes of mice treated with anti-SLC pAbs.
These results indicate for the first time a regulatory role for SLC-recruited mature DCs in bridging an acute

inflammatory response {innate immunity) and acquired immunity in the lung.
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k- I AN

R L TH MIP-2,

B R

BAL th) ST HERE

Pacnes ¥¢ 5% O BAL P OB L v s o7 7 —
VE2HEREE- 2 ELTHBMBL, FNIDESDTY
T 22 BRDBHESRES H - (Fig.l).

2 A H ORI 200 + 528 X 100 Tho7-,
RT-PCRIZIZEBTEHI> - TEHNA L SRARE
Pacnes G H 2 DE QMG r €A 1 v - reh 4
CERMIEE % RT-PCRIZE V<72 b 2 A, MIP2 0%
HERZED-OH LT SLC OB L
CCR7 #BIA T L AT LTw 72 (Fig.1B).

fifi2 MMM O RERB EF0e%

SLC BT MM/ HEV 10 < B a3 N T
WL, REFEMOB L FLEEME) 8L
¥ 517 (Fig.2A-a and ¢) MIP-2 1d Pacnes 5% 2 HE
DR~ 07 7 - VB LRI BES RO LN
(Fig.2g).

FREARICH T 3 EERR

Pacnes 1% 5% 2 H B O RHEEML O SLC I T A5l
HEEE T o722 2 A, MHCclassIl " CD11c* % v» L MHC
ClassII " CD86 " DA IR IAZ > B Mila A A B % (R L
7z (Fig.3A and C). FRi2% LT CDYT KL HE Rl
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Fig.1 Kinetic cell analysis of BAL cells and RT-PCR analysis of lungs in acute pulmonary inflammation induced by Pacnes Ag injection. A, Mice
in each group(n=5)were it. injected with FPacnes Ag(300 gland then analyzed. The numbers of macrophages/monocytes,lymphocytes,and
neutrophils in BAL were counted as described in Materials and Methods Results are presented as the mean £+ SD.A. Total RNA was isolated
from lung tissues of untreated or Pacres Ag-injected mice and reverse transcribed as described in Materials and Methods cDNA products were
amplified using oligonucleotide primers specific for each chemokine,chemokine receptor,or the housekeeping pene GAPDH.

Fig.2 Immunohistochemical examination of lungs and pulmonary regional LNs.A,Pulmenary regional LNs obtained from unterted mice were
stained for SLC(a.red)and MECA-79(b,brown).Lung sections from unterted mice were stained with rabbit anti-SLC pAbs(c and e.red).control
rabbit [gG(e).and anti-MIP-2 pAbs(fired).Lung sections from Pacnes Ag-injected mice were statned with anti-MIP-2{day 2; g).SLC was
expressed in HEV(MECA-79 positive) in the regional LNs (g and 5). In the lung, SLC(red)was expressed in peribronchial regions {c) and
petivascular lymphatic vassels (). MIP-2 was induced in alveolar macrophages and infiltrated neutrophils in alveoli after Pacres Ag injection
(g)-Magnification , X 200. B,Pacnes Ag-injected lung sections obtained from mice administered control rabbit IgG{a), anti-SLC pAbs(b),anti-
CXCR2 pAbs(c),and anti-MIP-2p Abs{d)were stained with hematoxylin-eosin.Magnification, X 200.Mice were injected with Abs lh before
Pacnes Ag(300 # ghinjection and analysed 2 days later.Lung sections from mice administered anti-SLC pAbs{e)or control rabbit IgG(fiwere
stained with anti-CD86mAb(red).Magnification, X 100. Anti-SLC pAbs exacerbated Pacnes Ag induced pulmonary intlammation (b),whereas
anti-CXCR2 or anti-MCP-2 pAbs inhibited cellular infiltrationon induced by Pacnes Ag(c and d).CD86" cells were accurnulated in perivascular
areas in the lung in Pacnes Ag-treated mice injected with anti-SLC pAbs(day2; ¢).Only a few CD86" cells were detected around vascular areas
in Pacnes Ag-treated mice injected with control rabbit 1gG(day2; /.C,Cryosections of the pulmonary regional LNs obtained from mice injected
with Pacnes Ag were stained with anti-CD4(red)and anti-BrdU mAbs(browsn in the nucleus, arrows).Anti-SLC pAbs{a)or control rabbit
1gG(bywas administered | h before Pacres Ag injection.Two days later. each mouse received an i.v.injection of BrdU(500 4 g)1 h before
death . Pulmonary regional LNs from mice injected with anti-SLC mAb(c)or control IgG{d)were also stained with anti-CD86 mAb(red).
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Fig.3 Chemotaxis assay for SLC on lung cells,Lung cells obtained
from mice injected with Pacnes Ag were cultured in Transwells
in the presence{100ng/mlor the absence of recombinant SLC as
described in Materials and Methods Migrated cells were stained
for MHC class II/CD 11c or MHC class II/CD86(A),for
CD4/CD44 or CD4/CD62L{B). and for B220,B220/IgD,or
B220/igM(C) and were analyzed with an EPICS Elite
instrument.Results are presented as the mean *+ SD. Similar
results were obtained in two other independent experiments,
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Fig.4 Quantiative evaluation of inflammatory area by image analysis. Hematoxylin-eosin-stained lung section from mice injected with anti-SLC
pAbs, control Ig(, anti-CXCR2 pAbs, anti-MIP-2 pAbs),or only PBS 1 h before Pacnes Ag challenge were prepared for image analysis as
described in Materiais and Methods Interstitial and infiltrated areas were converted into black,airway density areas were subtracted as white, and
then black pixels were measured using National Institutes of Health Image software Results are expressed as the percentage of black pixel areas
per total pixels at X 100 magnification.Ten fields were examined for each mouse in each group(n=6).Results were expressed as the mean +
SD.The data for each group at 2 days(A)and 4 days(B)after i.t.Pucnes Ag administration are shown.Statistical analysis was performed using the
Kruskal-Wallis test.* p<0.05.The average percentages for each column.on day2 ware 58.2 + 5.58%( M ).45.8 & 2.289%([1),34.4 + 2.83([E),31 4
+ 3.14%(@),and 43.5 £ 1.94%(0), respectively(A). The background percentage(30.2%) of the pulmonary interstitial area of nontreated control
mouse is indicated by dotted tines in A and B.
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Fig.5 Characterization of lung cell subpopulations in exacerbated inflammation. Lung cells obtained from mice administered anti-SLC pAbs( ll Jor
control rabbit IgG( [J] )1 h before Pacres Ag injection were analyzed on an EPICS Elite instrument.A-a, MHC class I%/CD11c*(2days after
Pacnes Ag injection; A-b,4 days; B-a and B-b, MHC classlI*/CD86%(B-a,day2; B-b, dayd);, C-a and C-b, CD4%/CD44%e% C-a,day 2; C-b, day
4).D-a and D-b,CD4*/CD62LY cells(D-a, day 2; D-b, day 4); E-a and E-b,Gr-1YE-a,day 2;E-b, day 4); F-a and F-b, CD11b*(F-aday 2; F-b,
day 4). Results are expressed as the mean & SD}n=6).%, p<0.05.
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Figé Effects of anti-SLC pAbs on proliferative response and DC
migration in regional LNs. A, Mice administered anti-SLC pAbs(
M )or control IgG( [] )1 h before Pacnes Ag injection received
500 g of BrdU 2 days after the challenge. Cryosections of
pulmonary regional LNs were stained with anti-BrdU mAb as
described in Marerials and Methods. BrdU-positive cells in the
T cell areas were connted, The aumbers of BrdU-positive cells
in anti-5LC and control rabbit [gG-treated mice were 4.74 + 0,93
X 10% and 10.8 + 3.78 X 10? counts/mm’respectively. The
number in mice teated with PBS alone was 1.89 + (.48 X 1(?
counts/mm? Results are expressed as the mean & SD (n=7). *,
p<0.05. BMice were injected i.v. with control rabbit IpG ( [ )
or anti-mSLC pAbs ( M) and were chalienged with Pacnes Ag
on day 0. Cells from the pulmonary regional lymph nodes were
preparod on days 2 and 4 and were stained with PE-conjugated
anti-CD86 mAb and biotinylated anti-MHC class 1KI-AY)
followed by streptavidin-FITC. The number of MHC class
I*/CD86* cells from lymph nodes was analyzed and counted on
an EPICS Elite instrument. Results are expressed as the mean £
SD(n=6}. *, p<0.05. C, The percentages of DCs(MHC class
H*/CD8B6* cells)from the regional LNs on day 2 were indicated
by gating on monocytes according to foward and side scatter, D,
An in vitro cell proliferation assay was performed using
pulmonary regional LN cells obtained from mice injected with
anti-SLC pAbs or control rabbit IgG before Pacnes Ag
challenge as described in Marerials and Methods. Results are
expressed as the mean & SD, ¥, p<(.05.
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Fig.7 Diagram depicting the role of SLC in an acute pulmonary
inflammation. Proinflammatory chemokines inciuding MIP-2
are produced in inflamed lesions in response to the pathogen
invading through lymphoepithelial cells (M-cells) in bronchial
epithelium or alveoli. These chemokines induce migration of
inflammatory cells (macrophages, neutrophils, lymphocytes,
immature DCs) into inflamed lesions. Immature DCs
differentiate to mature DCs during phagocytosis and the
processing of pathogens, and leave the inflamed tissue. Mature
DCs migrate into regional lymph nodes(LNs)via lymphatics
where SLC is constitutively expressed. They are localized in the
T cell area in ENs and activate naive T cells. Activated or
memory T cells then get into the circulation and are recruited
toward an inflamed tissue. In this way, acute inflammation and
primary immune response are linked tightly to develop acquired
immunity and eliminate the pathogens. Blockade of SLC by
neutralizing anti-SLC pAbs inhibits migration of mature DCs
into regional LNs Retention of mature DCs in orimary lesions
results in the overoroduction of proinflammatory chemokines
and exacerbation of inflammation in the lung.
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