E B BT FE 5 5 Ashceroft score (2 38 W T b,
FTY720 DA G HEIZBLMEE & i LA BICHEE
DML 2RO (KIB). £7-21HAB D
BALF O Ti, BLM&GHTIX, 2 br—
BEIC B LSIPIRE O L7 238 %, BLM+FTY720
PEHTELICAERSIPEED LH 2R (K
2A). —J7, BALFHOMEZEIZ >N THREI LT
& Z A, iH O BLM i#RHEEE 7 L TIZBALF #
DEFFERIZBLM 5% 21 B BIZIXISIEHEERT 50,
FTY720 0f fE CIEIBLME 5% 21 HBICBWTH
HFHERIZ14 B L RBREIZED b, HHEKROHE
IBABIE LTV A EAIAFRD b7z (K2B).

A
@ Control

60 [ &

50

S1P(nM)

Control  BLM treatment

[ ] BLM+Vehicle
Il sLm+FTY720

MRHEIEICBT D AT 4w -1- U Uy 7V OFRET

C57BL/6~ 7 A Ml Al 2 M e 2 AV 72 dt T,
SIP UMV BE AR MR (R s i, & 2 T L 72
(H3A3B). Iz, SIPZAEEKRDIEH % RT-PCRIZT
MR L7 f5 5, CSTBL/6~ w7 A Jili ffde 2F A i 12 1
SIPRI & SIPR 203 H L CW o (X4A). Flovw v
Z BLM Jiti S HEJE & 5 /L O Jifif ik % O S1P &2 &K
DI B & HEt L 72 f5#E, BLM+FTY720 #% 5-8F (2
BLM # & Ll L SIPR1 O\ FEBLTTHE & 78D 7= (X
4B). —J5, WHERHMESE £ 7 /L3 X ONIPF TO S1PRI1
DI A G Yt IRIZ TRET L7 AE R, SRR AL
|2 —% L CSIPRI OREH AR (1K 5).

120 [ ] BLM+Vehicle
100 Il sLm+FTY720

[=2}
o

* ¥

BAL Neutrophils(x 103)
(=2}
o

40
20 i
0
| I
D0 D7 D14 D21 D28

BLM  treatment

R2 BLM JliffHEAE £ T /VIZ BT R E KRl OIS 3 L OSSIP IR E I RIET FTY720 D1EA
SIP D fifaveiiE P OME X2 v b r—/b~ 7 AZH_BLM i HEEETT VT ER L, E7-FTYT208512
BOWTHABRICEALTWE(A). ¥4 53 —AORFTIE, SMEEIZEILZRV D day2] O EREDS

FTY720 #% 512 CHBEICHM L Tz (B). **#p<0.01

A

160

120

80

%Control

40

0

SIP 0 1 10 102 10° 10* (nm)

25

*%

20

15

( X104CPM)

10

[®H] thymidine incorporationassay U0

0

SIP 0 1 10 102 10 10* (nm)

X3 SIP Ofifi#rie M OFEARE & BRERE I3 DR

C57BL/6 ~ 7 A L 0 YRR L 7= SR 2R MR O SIPHIRIC & DilEEREZ R A 7 > F ¥ v 73— 3R THET L7z,
ZOFER, SIP10* ~ 10° nM CHE 2 IEEREL R L2 (A). £72, SIPHIE# *H-TdR(1 pCi/well) Z /LA L,
PERHREA M L7-. ZOFEE, SIP 102~ 10° oM TH BEARBHAE A R L2 (B). *p<0.05, **p<0.01
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B4 ~ v Afh#RME M & ~ o ARRERC R B SIP L T X — DR B
C57BL/6 < U A J W AL L 7= ifi#RiE SE MG & ~ & 2 ififil#k > SIP L & 7% — (SIPRI ~ SIPRS5) D #H % RT-
PCR TR L7z, JfifiE 2FMIE CTILSIPRI, X OSIPR2 2380 7= (A). Wik Tl = kv — /il & ik

L SIPR1 OFRBLOTLHE %GB 7= (B).

(% 200)
HRAECRTFRAL CD SIPR1 O JEH,

B
SIPR1 DFHUEEZ AWGRERAEIT o7z, T OFEE, BLMifHEE T T /L~ 7 2 DML EMIIC SIPR]L D%
HHERR S 7= (A). IPFAEARIZ 35U C b AR I KIRE T OAMRHELIRALIZ SIPR1 O R B R & iz (B,C).

f&

E 2

PLED S Ifif ML I T, SIPSART =
=R MFTY720 7 BLM fifi#f #EJE 2 B S5 &0
9 Z &, SIPILAHRAEE R O FE, iz AE
A UMM bIcBE S L Tnbd 2 b, ok
BARIZIZSIPRI S S L TV B Al REMEASRIR S
7-.

Z =

A EIOF 2 OREFT, FTY720 43~ 7 2 BLM Jifift
HEEZ XA Z NN o~ 77, &
UTShea B, x OGS EREEZ, FTYT720 03~ 7

ZABLMfifiMIE A E IS 2 L2 ®E LT
59, L1228 > T, SIP-SIPRI > 7 F /L7 i HESE
DIFBIZB N T HLDIEREZE L TN D Z L AVR
RS 5. SIPOfi#kHEHF M xT 2 EHEIEA O
AT, TR, BEERIRS RSB I,
S BT, FTYT720 OREMEFMIARIZ T Do B 7 2
FURBHRIEA b RER L TR Y, FTY720 iR
MEZEHRL O T ARAESEMI L ~ D b 2R+ D 1ER %
BT DI ENRBIND (T —FRFEL). ULEnd
SIPY V7 FNERETLZT 7 a—F20, bz
Bo—2L L TEZLND. SRIOKGHTT, Mkt
FHa I & OB ME(LAERIC, SIPO L% —T
& 5 SIPR1I L ONSIPR2 2% HL L, 4512 SIPRI A
MFEHLT D Z LG, 51 SIP-SIPR1ARFE DO FHE 2,
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—F,FTY720 1%, ZRMEMWIEIZ KT D20 0005,
UTFDA TR SN TV A, SRIOFH 2 OBiatn 6,
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) A LT LIz NWT
BELE U Tl BERE N3 5 A1 D[l

R ez oRm e

WEFEIRRIR 2 Fe st L, RIEMINR I 18, Mg Fafxo 7 al ok (HOP) X 4-8 1, HAHE
EEIT 2B Y — 7 BoRT 2 L ARTEEICHE L. ARERL, B B L TR
T CHBL LT DI F A MBI L, BRI L THBUEMRT 2 0 FAEETH 2 &
A E LT,

[ 7i5]) 8D C57/BL6j~ 7 AL U 1 16 mg Z a5 @8 L, 1,2, 4,8, 12, 24 B 1% |2 &E il
Ve (BAL) M OMif#E AR SR B 21T - 72, BALF E{ETH O 12 DO WVYER % Luminex” £ 721X ELISA
TR L, REE L, IL-15, IL-18, MIG, MIP-2, basic FGF, LIF, M-CSF, PDGF-AA, PDGF-BB,
VEGF, IGF-1, TGF-B LIZ W THiE L7=.

[#55] BALF _LiE o OWRNER 1 ORFMBEEIX 3B KB TE . 1) ) hEH 1% —7 %
R LB T+ 532 — 220, LIF IGF-18& L7z, 2) 1% B U, 4-8H £ THMEMN
Bt T 2R F12iE, A b AA & LTRIL-1S, 7Eh A > & LTIEMIG, MIP-2, RERT &
L TI%, M-CSF, VEGF, PDGF-AA, PDGF-BB, TGF-B1723)& L 7=. IL-15 & M-CSF #2243 B iz &' —
7 EMz T 3) 0, R BRI AR LI OIIL- 18 TH D, R ICIEN EH- L, 4o v —
7 aoR LT2s, 24 FE CTHER EFNFHR L T,

[FE5R] KREEDWEIER 125, 1HBIZE— 27 20 % 7245, M-CSF, IL-15, IL-18 3 X O'RT4EFEIC
HLIIL-93I B — 7 8B IE L TH 0, #RAE LA R 8 4 48 > T D AT R S 7.

Identifying the local mediators up-regulated in late phase of
silica-induced lung fibrosis model

Hiroyuki Nagase, Ken Ohta

[Background] To identify the factors associated with lung fibrosis, we determined the factors elevated at
later phase in mouse model by protein array. This model shows the maximum histological change at 12 w.

[Methods] Bronchoalveolar lavage (BAL) was performed 1-24 w after intranasal silica administration
to C57/BL6j, and the protein levels of 12 mediators in BALF were determined by Luminex® or ELISA. We
measured the concentrations of IL-15, IL-18, MIG, MIP-2, basic FGF, LIF, M-CSF, PDGF-AA, PDGF-BB,
VEGF, IGF-1, TGF-Bl.

[Results] The pattern of time courses could be divided into three patterns. 1) The concentrations of LIF
and IGF-1 peaked at 1 w and decreased rapidly to baseline level. 2) The concentrations of cytokine IL-15,
growth factors including M-CSF, VEGF, PDGF-AA, PDGF-BB, TGF-B1 and chemokine MIG, MIP-2 were
rapidly up-regulated after 1 w and maintained for 4-8 w. Among those, the levels of IL-15 and M-CSF
peaked at 4 w. 3) The level of [L-18 peaked at 4 w, and significantly up-regulated up to 24 w .

[Conclusions] Although the levels of majority of mediators peaked at 1 w, the levels of M-CSF, IL-15,
IL-18 in addition to previously reported IL-9, peaked at later phase, suggesting the specific roles of those

mediators in lung fibrosis.
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PN & BRHEALIZIRT L 7R RE T B v HEME AN R &
NTND, F3H, BHERIEEZ Y —5 v h & LI
ﬁlﬁcﬂif‘@fx)ﬂi RSN H D 2 L DRI RIS X
NTWa., ZIT, BIELT/LELTL AMfifHELD
WO IEH U, PBIE U TRl R T TR B M98 L
TL AW FEIFET D Z 0D, BHELOTRRES
M TEERLE Y LB RERIE, FFIokk
K+% G THgf L.

0 FOREN BRI - 7 L
R ASEIRIIC BT D AR 5

L&

@i L&y

8 i D> C5TBL/6~ 7 A % W /= (Japan SLC).

yUﬁﬁ?(G%W%ﬁﬂUmw&%%%ﬁ%ﬁﬁ
, HARMEREREEMIE 2y, B0 X, /EBA KIS

i {%’Mﬁ ultrasonicate L 7= & D% JH 7.

@ 7

C57BL/6~ 7 AZxt L, 16 mg? U i [- % Hi

Mlaida L1, 2,4,8, 12, 24 8B Zff4r L7-. SHREH
& LT, AUE SRR (BALF) oo fEla s, #i
W43, BALFH4rA bAoA s rEh A URES
MJLtimUiVWAQkMW;%G@WHJW
LaRFEAL, ARk 07 mlZEA, BT S
L f K LS mlo>BALF #ERH L, LL>%ﬁ,
L% -80°C TIRAFF L7z, #ltah L7z [F L Freeze dry
LB T, MPERFIZ 1005 & 2 D X 91, 0.5%
BSA % {5 ¥ PBS TiafigE L7=.

BALF 4o N AA 2« 04 BT, Mouse
Cytokine 9-Plex Panel Kit (BIO-RAD, Hercules, USA)
PHW, S/ a AT LA VAT LTHDS
Luminex® (Hitachi, Tokyo) <Ti#liZ L, IL-15, IL-18,
basic FGF, LIF, M-CSF, MIG, MIP-2, PDGF-BB, VEGF
DL =4y FOREEAELZ. /%7 —57 v b
X ARERA BRI, Y=y MEICR D
HOEGRIE CER S 17RO B — X035 LT
BY, eAFURGRRG TR, A ML T BT
BV PETE Sy NOREERT L. T70b
%, Freeze dry % BALF _E550 pl % v — AfE G
UK & 3055 B S, it —IRBUE L3075 }Ji
S5 E%E, AL RTEC-PEL IO /}E{‘Lﬂ
&4, Luminex” THIE L7-. F7=, PDGF-AA, IGF-
I, TGF-p1iZ->\TiE, ELISA % ATl Lz
(Quantikine, R&D systems, Minneapolis, MN).

@il A IE H ORI MIZEB T D H:%Ni
one-way ANOVA fRIEZTTVY, I’H“jﬁm AT
B, VU AGRE, SEERIZERT S HE W&m
7 % Dunnett i 7€ 4 U TR #R Lf:.

S

BALF 75 51 O IR 12 O R #2416 7
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Report from Sarcoidosis Division

Kingo Chida, Naoki Inui, Takafumi Suda

The Second Division, Department of Internal Medicine, Hamamatsu University School of Medicine

We conducted the following three items;
1) Nationwide epidemiological survey of sarcoidosis in 2009

Cases with sarcoidosis of newly and already diagnosed and applied to intractable disease project
from April 2009 to March 2010 were eligible for this survey. The number of newly diagnosed cases was
2,820, 747 males and 1,531 females. The incidence rate was 2.2 per 100,000 inhabitants, 1.56 for male and
3.02 for female. The ratio of male to female was increased. The number of already diagnosed cases was
18,333, 4,338 males and 11,490 females. The prevalence rate was 14.35 per 100,000 inhabitants, 9.10 for
male and 22.63 for female.

2) The survey of therapeutic strategy for the treatment of pulmonary sarcoidosis using Delphi method.

We conducted questionnaires to Japanese specialists in sarcoidosis to recognize the therapeutic
strategy for the treatment of pulmonary sarcoidosis using Delphi method. Prednisolone is used for first-line
pulmonary sarcoidosis treatment. The amount of prednisolone is 30mg per day. Methotrexate is used as
second-line treatment.

3) Japanese-English translation of Japanese sarcoidosis guideline in 2006.
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The prevalence of smokers, association between smoking status and
clinical manifestations, in subjects with sarcoidosis diagnosed at
Sapporo City, Japan.

Noriharu Shijubo', Satoshi Konno®

'Department of Respiratory Medicine, JR Sapporo Hospital, Sapporo, Japan
First Department of Medicine, Hokkaido University School of Medicine, Sapporo, Hokkaido

Background: Several studies have shown that individuals with sarcoidosis are less likely to smoke in the
Western population. Epidemiological characteristics of sarcoidosis were different between the Japanese
population and Western population. However, it is unclear the prevalence of smokers among subjects with

sarcoidosis in the Japanese population.

Objectives: To evaluate the prevalence of smokers and the association between smoking status and clinical

manifestations of sarcoidosis in the Japanese.

Methods: We evaluated the prevalence of smokers in 605 subjects newly diagnosed with sarcoidosis between
2000 and 2008 at the three hospitals in Sapporo City. Clinical manifestations of sarcoidosis were compared

between a current-smoking group and a non-smoking group (never smokers and former smokers).

Results: The prevalence of current smokers in our cohort subjects with sarcoidosis was 59.8% in male and
24.8% in female. The current-smoking group was younger and less female than the non-smoking group
(P<0.001, P<0.001). In the current-smoking group, the prevalence of lung parenchymal involvements was

higher (P<0.001). This results remained significant even after adjusting for sex and age (P=0.009).
Conclusions: Unlike in Western populations, smoking may not have an inhibitory effect on the development

of sarcoidosis in Japanese population. Smoking may be a risk factor for the development of lung parenchymal

involvement of sarcoidosis.
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The Classification of Sarcoidosis by Severity in Japan

Katsunori Sugisaki', Tetsuo Yamaguchi®, Kingo Tida* Eishi Miyazaki*

!National Nishibeppu Hospital, Department of Internal Medicine
JR Tokyo General Hospital, Department of Respiratory Medicine
*Hamamatsu Medical University, Department of 2*° Internal Medicine
*Qita University, Faculty of Medicine

When we examine the refractory cases of sarcoidosis, it is thought that a severity classification is
useful. Also, it is thought that such a severity classification is useful when we evaluate the clinical course
of sarcoidosis. Now, we re-evaluate the contents which have been discussed till now and propose the
new classification of sarcoidosis by severity. And we want that it leads to the definite one after further

discussions.
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