Jifi LB Amla g5

F72, SARMEIL-6 DFRMABLMIZ L VFEIND
AS49 AT D cleaved caspase 8 DEEA %, IL-6JREE{K
FRNZIHI L. Thebh, TR M=V AZHREL
ToRESRIE, BE, 10623, WE{LAKEIZ K D A549
MO T A b= AZMET D & 5 VIR
L7Zb D ThHoT-.

PLE® in vitro DFER LV, BLMEIEL T D A549 H

I BT Akt it survival IZfB &, IL-6 X7 R b —
VAEIEIT A Z A U, B bR s LAY

IZSTAT3 %/ v 277 7 M Lic~ U A TIELPSIZL D
AMEEENE(LLZEOWMENH VO, AECIIZ
FBUVTSTAT3 idrescue 7L & L CHERET A 2 &
DHESZNTNDZ &0 D, BLMFE M MifRAEE
< U AT AW, IL-6/Akt S 7 L axis BT
THHT R b— 2 AEEEIC STAT3 WX A 1B
THEHEEIND.

KIZin vivolZEBW T, BLM 5% ORIEMHIZ
Mﬂﬂﬁ%?iéﬂém@ﬁ?ﬁkwvxﬁim
EHEL I RETEE IOV THRR 21T > 7. BLM
%ﬁfk,mﬁNA%%wf,%ﬁ@%(myﬁm,
FICAEC I 2 b il ~EAE SN D IL-6 ZFHET
% &, BLMBEMEDOAEC T O T R b— v ZANTLE
TAHIE D, 2O LD, invitro D% & [
FEIZ, in vivolZBW T, IL-6 MAECH DT R »—
VAEIHFIL TS Z ERHBI LT, 61T, day
7 OO FARPT IR EFBRE NS D Th o7z, B
W, BLM# 5% day 7TIIRIEH TH Y, MRHEITER
WRNE SHTWD. FE, BLMOBMEF LTI
%%Wn@ﬂfmmmﬁwtﬁbwﬁﬁ%mwt
2, BEIEBE SN2 o, —J5, BLM+IL-6-
NA%%Erﬁ’G i, BB RE O 6N,
BLMIZ & 2 ML OFFREE R S IE & L < 12 EAL
Lf:&%z%ﬂf:.

A EIOORFFED B, BLM 5% I filaiN TrEA X
N BIL-61%, AEC 0 OAERF % L CTRME L % |
TLHENAH ZERHENE R o7, BLMZ
WZEBRRICB W T, ZOIL-61C K AREERN
HAHCLELLT, REOICHBREESHFEIND
ik, L WO IRBORK R T U Ny
MEZEZ BT LiFHRR Y. L LR G, IL-60D
REERZIL-6-NAICE ORI LTLES &, KD
FRAEL R RBER MRS L < EBb T2 &
5B, RIEMED Y H—& L TONBIT ORIYE

FoS < RRHEESIE A B = X DB HENE IL-6 3 7 LD &E|

Dipl &, BEMEmE
72 EOIRAHEIEIC D7 N A BB T, LV EERR
‘ba)'f U Ry NERE AN E 2 b

WZBIE Y U~ FIEOF L 7 SR HEE O i3
T,ﬁmﬁ?@WﬁWWMMMMM@@ﬁ$L,%
BHEEDHEECIT Ly —ARHESINTEY?,
MNZBWT Y, EHERE T, IL-6 1R REER 2
FILE D T AREIEAZ R LTV D ATREMEIR
RS, FRRAVIC, WARHERE & & 0F Lo B,
IL-6 Z [HET DR ITT 5 2 &%, |PHEDM
RMEIE Z RS D ERMERH 0, EBELRFDL
ECThDHEBbhb.

U7z anti-1L-6 strategy I3,

&

L

BLM # 5% O RIEAN NI BT, AEC U 5HE
EENTZIL-6 DA — T T4 857 54 D2
BIZYE U TAEC 1T & MIESED D RFET 5 & &%
C5Z&ateid Uiz, RIEFEID MG D IL-6 % FH.
EFILH L, B boRmBERSINES L < EE b
HIlEMERLL. LlkEXY, méi%%%r@r
RERNLDEE R & 72 D EEA 1 & U THEET 2 Al8E
ﬁ%@éﬂt.%%%n,%ﬁﬁr%Aﬁbtﬁﬁ
2, IL-6 Z[HET 2IRR AT 5 2 2%, A0HE

D FHREMEIE 2 B S W D ERENH Y, HE R
PDUNBETHDL EEDND.

5| ALk

1) Sisson TH, Mendez M, Choi K, et al. :
Targeted injury of type II alveolar epithelial cells
induces pulmonary fibrosis. Am J Respir Crit Care
Med 2010 Feb 1, 181(3) : 254-63.

2) Saito F, Tasaka S, : Role of
interleukin-6 in bleomycin-induced lung inflammatory
changes in mice. Am J Respir Cell Mol Biol 2008
May, 38(5) : 566-71.

3) MIEZ, €A AT, FH LR, KEME R
AR~ Din vivolBfETEA  MEMEME DR
fiEd. EZEOH DI 1996, 176(10) : 677-681.

4y Chen RH, Chang MC, Su YH,

Interleukin-6 inhibits transforming growth factor-beta-

Inoue K, et al.

et al. :

induced apoptosis through the phosphatidylinositol
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3-kinase/Akt and signal transducers and activators of
transcription 3 pathways. J Biol Chem 1999 Aug,
274(33) : 23013-9.

5) Kida H, Yoshida M, Hoshino S, et al. :
Protective effect of IL-6 on alveolar epithelial cell
death induced by hydrogen peroxide. Am J Physiol
Lung Cell Mol Physiol 2005 Feb, 288(2) : L342-9.

6) Ikegami M, Falcone A, Whitsett JA. : Stat3

regulates surfactant phospholipid homeostasis in
normal lung and during endotoxin-mediated lung
injury. J Appl Physiol 2008 Jun, 104(6) : 1753-60.
7) Kawashiri SY, Kawakami A, Sakamoto N, et
al. : A fatal case of acute exacerbation of interstitial
lung disease in a patient with rheumatoid arthritis
during treatment with tocilizumab. Rheumatol Int
2012 Dec, 32(12) : 4023-6.
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BB E B~ Y AT NIZEBIT 5
Th17 DBE5-IZBE9 5 ff9%

AR BEEE EL: N TR EE

(& =] BE@EBEMRIE, BRMOFREGIR TH & D 4 2N BB B (Saccharopolyspora
rectivirgula: SRYZ A L1z~ U ZAET WA L AIREOMBHTBHEA TR Y, IFN-y72 & D Thl R Y
A MHATET TR, IL-1TREDThITRY A NI A VBRHREERICEETHH Z & 03,
IL-17/ v 770U b= 0 ARLHIL- 179072 E&2 A L CREI & Tn 5. 4[], 3P (pigeon
dropping extracts; PDE) 2l U C BB ER BN~ 7 A €7 V& ER L, Thl17, Thl, Th23%
YA N IA COFHILD, FIL1T7THREZER L, SR T2 Thi7 RV A bhA v O%E %
et Lz,

[5ik] HECSTBL/6 BRI~ w7 2 % i\, PDE ORKEEHZIZ LY, BEEBEMENELET VA
ERLL, control#¥, PDE#G-H¥, PDE/HLIL-17HUiEEGHED 3FET, ke D5 AR A0 P,
mRNA, BALFHMEEIZDWTIRET L7z, £72, PDEEETIE, day 0-101Z0>7F COREEIHER
bR L7z,

[#65] HEY 4 ClE, PDER G B CRIEMIMOREHE, U o REROEFERENRA LN, FRE
PIZ FASOBBEMIAN A b, MEERIC~ 7 07 7 —VOBEENRE 2 b, BUIL-17 iR
TlX, Vo REBEREROBRERZRBA MR b7z, kO mRNA L, PDEEET, [l7a,
1117f, 16, Ii23a, 1110, IEN-y(Ifng), TNE(Tnf), 1113, 1I5C, control B X ¥ A BTN L
T 7z, FCMIZ & % BALF#F4li Ci%, PDE# T Siglec-F"", Ly-6G"", SSC™" #f (#FE2£k) & Siglec-
F™ Ly-6G"", F4/80" BE (I ER) 23 < A 54177, Day 10128 T, control B TILAFEAER 2.5+ 1.0%,
I ER0.4 £ 02% CTh 2 DIZKE L, PDERETIE, 4FEAEK69.8 £3.7%, 4FFEK74+£1.1% Th o7z,
PUIL- 17 FUEEETIL, FHERSET3.4+205% & BEICE TR A Sz (p=0.0424). F£7-, PDE
FEIZR T 2R T, A FER DA  day 2 T40.4 £3.9% ek &7 0, FO%BUMER A
Loz, — 0, IFBEER Sy EFS L ONBALF MRS T, day 10 = CHEIMEMR Ak L TR O 7.
[ ] PDE % (EMA L7z SR ERBIEMRET V2 L L, SR i~ 4F hEkifE & 38
ETVWAHI &, BMIRUNMIIL-17RR S L TWA Z & 2R L.

SRS BEF-fh PP 2P
C OO A MR B B A RFGEEE BRSE R
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Acute HP model(10days, C57BL/6)

Day

PDEBSug it

Alum + PDE 8ug Lo,

||

sacrifice

AntiiL-17 100ug 1o, ?

E1. BEEBBMER~ v AETAOT T ha—

A. TFEREW

WEMENR I, SF SERFERFUROEAIZ L
THRFEFHTICE VI EEZSNDIEETHD.
ZOREFUFICIE, EECRBEEYE 2 & O REE
B0, A YU T F— b2 EOESTFLEMER S 5.
WEERR T E OEEREN S, RUMEFE & 18 FE
24T By, IBMEFIE O TR MR IR IR R & AT
PEFERERNC I STV D . BB ERZE 0 37
FRHERTHD, PEAECHENEHE HICER S 212
P 55 B HEE A ME T 2% (chronic bird-related hypersensitivity
pneumonitis; chronic BRHP) TiX, FFFs8 AR HERE
(idiopathic pulmonary fibrosis; IPF) & [@l4k, Th2 %4
A BB A DSEEHEZE RN IR O BEHESC collagen FEAE % {2
EL, BHELEFEL TR, BRBREICBNT
T2 RTENA R ET X —0 EHEPHEINT
WoY F7o, YBCER L7 chronic BRHP O~ ¥
AETNVTH, Th2EALD AN~ U ARV THE
TER R <, AR OTR2 %Y A F A D
mRNAFHLD EFHCBALF F O IL-13 580 E5H 23
RSN TS,

—75, BRI LTI, BROREA

PUR T b B D 4 BV JBR B (Saccharopolyspora
rectivirgula: SR) &l L7z~ 7 AET M LD HikE
DB N EATE Y, IFN-y2 EDOTh1 RV A b
A TEF T, IL- 177 EDTUTRY A A
WIRERRRICEIETH DL Z &R, 1IL-17/ v I T v
=22, ILNTVvETH— v 0T 7 =T R,
B D WIFHIL- 175Uk e E 2 L CREFR S T
B9,

48], chronic BRHP = 7 A&7 /L & [Alfk, MyZEdh

Hi %) (pigeon dropping extracts; PDE) % {ff /i L T,
acute BRHP < 7 A7 /L Z{E& L, Thl7, Thl,
Th2 24 A ~ A > OFHM XY, HLIL-17 Hidk % i
AL, Atk 2 BBERROREIZBT D
IL-1772 EDOTh17R YA N B A v O&REIE R L.

B. iR H*

ik, 8N D 10 OME CSTBL/6 B4 < 7
AEAER L=, PDEX, #rftf/ehi3 2 788K Castf
%Iz, 205 &ED Y PERRE A BLAEIK (PBS; pH7.4)
T4 L, 74 &Z —IRBk, BRETES
Bt O LY. Day -3, -112, KE(LT
=7 I (Alum) % PDE(8 ng/100nl) & [RI&EM %, 3043
MR EZICIERENE S L. PDE Spg25ul %,
day 0, 2, 4, 72, ~A 7 A7 L—Y—%HEHL,
RRAEINIEZ L. 2> b —LBETIE, day -3,
-11Z Alum & PDE % JEENTES L, BEKEMICITAE
A K EIESE LT-. £/, day-1,3,62, BLIL-17
PR (R&D Systems) 100ug ¥ L isotype control(rat
1gG) ZMEIENE G LTz, R % X v kX v 7
VU OEENE I L D RIS, day 0, 2, 4, 7,
10([F B ORKENEGIATHOI)IE, FNEIURE
PR LK. ks LT, —# o~ 2T,
iz Rm <) VEEHIC ST 7 4 all a7,
A Jifi D — 58 % A U KAk 0 mRNA F8 Bl 2 54T L
2. F£iz, RO O~ AT, @ cAeEEEK
Iml X 3[8], S&UVE HRMUGEHE 217y, BAL 1ol
/3T % cytospin 35 L M flow cytometry(FCM) TaFI L
7=. FCM ® #i f& 1%, blocking & L T anti-mouse
CDI16/32 % iV, ZOffiZ, PE-rat anti-mouse Siglec-
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Control PDE( % 100)
(x 100) F4/80{DAB}
(% 200)
Anti 1L-17
(% 100)

K2. Dayl0lZ351F % HEYuth, DAB Yefh (F4/80)

F(BD), FITC-rat anti-mouse Ly-6G(BD), APC-rat
anti-mouse F4/80 Z{# FH L 7=.
JRELAL R A0 1, HE $efa s I OV MRk 510

et TR L7-. SEmsrget bt L Ciitk &
LTDABZ AW, bkt LCidlild~srnr»—

ORI BHAYIZ, rat anti-mouse F4/80(AbD serotec,
Clone CL:A3-1) % HW 7=, MimZEOFE & LT,
10065 T I0HRERE L, U o SERERRED 1 HLEF
B2 O E SR TR L.

Jis #8 #% o mRNA 3 B I, RT-PCR z 17 \,
housekeeping gene % RPS15 & L, - /Ct= -(Ct(target)-
Ct(RPS]S))’C“ttiﬁffﬁ?ﬂLbf:. T, Y

ARZETHER AL, 2BEROMEHTIZIE Mann-Whitney U
ExEAV, p<00SEEEL LT,

HBUZEIZB T 28 ERIZB N TIT~ U A KK
FREZ-BUZHIBR L, @ IXRE NS5 3 K OMERE
NG LL AT 2L Lo~ 7 A0 b Ofifigsfi & L
7=, Fim, AEMIZY RRA > b & L THERESE,
ER - ERKOREE, TOEOORRHMm, &Ly
RERA-ZRE L. AR Y RFUYERE
BEICEHEEE UM LKL =T 72 (B ERR
AHEEAGIE S 0140022C).

B BEREEiR v AT

BT3B Thl17 OREEGIZBI4 A5

D NEREFEIRE
2.5+ p=00003 =0.0206
2.0~ "
1.5= Ben® A
o- =
e -
0.5= B T
® F
AA
0.0b—ssaesEsss= & =
control PDE anti IL-17A

X 3. éﬂf?ﬁf@ U o SEREEFEIRZE (100 /% 10 HREF 235

C. WZEHER

Day 10 HE 44, Tl%, PDE %51 CREKEEL
SO ML SRS RAE MR ORI 2R, U Bk
%%%?ﬁ%w’%&if%ﬂk(z). SRR RO G
’Ui U o REREEFEIR A NIZ F4/80 BE M A 23 A &

%E%&Z?7D77~Vﬁﬁﬁbfwék%
szsz:(ztj:.aﬁ?fzjc). PUIL-17HuiR 55 Tl
RAEAAIZ T L TR Y, U v BROERRE
B L TIEBICEAD D R b7z (B3).
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£1. ﬂmfﬁﬂfr%ﬁ@mRNAﬂﬁ( ZCt)
Control group

mean+SE o 95%Cl

14.32--1323

123 409--13.36
TGF-B1(Tefbl) 7484015  -7.81--7.15
110 -15374033  -1610--14.63
FN-y(ifng) 12084016 12441172
TNF(Tnf)  -9774019  -1019--935
4 11174028  -11.80--1054
113 14694025 -1526--14.12
5 -1551+019  -1593--15.09
day10
YFERER
1007
(%)
80+ o, . Y
-
60~
L]
40+
204
0"‘"::*”« T T
NS PDE  antiiL-17

4. Dayl0(Z331F 2 3BEM O BALF FLii

RT-PCR % F\ 72 ik © mRNA §74fi Ci%, PDE
B E5RET, 17a, 1171, 116, 1123a, 1110, 1IFN-y(Ifng),
TNE(Tnf), 1113, 1I5C, control & 2V A EIZRHEIN
ML TV (& ).

Cytospin {Z & % BALF @4 B 574 Tl
HTHEE~s a7y =R E0TEY, U3k,
FERIERIZENZE N1 %R1%E ThH -7, —J5, PDE
HREETI, RIERKT70%, w27 a7 7 —U20%,
U2 /SEREI10% D B T > 72

FCMZ X % 5Fffi Ti, PDE # 5 #% C Siglec-F"",
Ly-6G"*", SSC"#" {OFE & Siglec-F™, Ly-6G"", F4/80"" ™

, control

- -,‘16.70-;‘-;1”5,60 -
. 1340--1141

PDE gmup : Pvalue
meantSE . 954“?1‘ S ‘
9531042  -1045-860 00001
-10.43£0.24  -10.96--9.90 0.0022
12774016 -1314--1241 00102
| 113164013 -1345--1288 00242
7114021 -758-665 01697
. -13674£015  -1401--1334  0.0004
-11.4740.19 © -11.90-+11.03 0.0166
9.130.16 -9.48--8.78 0.0377
1070030 . -11.37--10.02 0.3072
-13.0140.18  -13.42--12.60 0.0004
43574020 -1400--13:13 0:0002

e
A
(x10°6) .
3-
-]
2+ 1)
A
i "dant S
& ® A
0 % Y ¥
NS PDE anti IL-17
PR3k
100
(%)
80+
60
404
20
NS PDE anti IL-17
BN HbHITZ. Siglec-F"™", Ly-6G*", SSC™" M

IZB8 L TiE, SSC, FSCO AN b b I RER & & %
7. F£7z, Siglec-F™ Ly-6G"", F4/80"" DOEE(ZEI L T
&, SR IMmAF ek & B v fifaaf Pk Tl Siglec-F
BEBMEE 2D Db, EEESML kA
FLTCWDHEEZT=. FCMIZBT 5 _EFLFHE <1k
day 10123 T, control B TIFAFEAER 2.5 == 1.0%,
HHER0.4 = 02% ThH D DIk L, PDER5-H T
UFERER 69.8 = 3.7%, MFHER7.4+ 1. 1%(&;«;&(!
4). PUIL-17HUREG-RE T, i P ER D18 C3.4£0.5%
B EIRT 2 A 5417z (p=0.0424).
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Bk
{xw'*s?“ .
Sl
BALF(PDEE¥) .
day0-10 -
1 % %. PAS
olapa e T v
day0 day2 dayd day7? day10
R SFrhig
100 100
(%)
80~ Vv o, 80~
N
40- _% M 40~ -%
20 A 20+ 8
e v
o p-Letien o '&'

PDE#EHREIZH T B day 0205 day 10 F TOREEE
f)72 BALF ® FCM 7l Ti, % ERE A3 day 2 T
404 +£3.9% LR ERY, TOBRBUEB NSRS
iz (X 5. —JF, HFERERYHE R X O'BALF # Mk
HoClE, day 10 F CHEOIMER 25 L TR bz,

D. & =

Aa, PDEW A L5 10H M ®BRHP~ 7 A%
FNEMES LTz, CSTBL/I6~ 7 AT, W A%k
LT ERERETE L T ERRH Y, LipiH
B T4 L7= chronic BRHPEF /LD AT AL 6
HEPARRR TR LT, WENTHVER S 5.
UL, 10BE TOEETHE, AT AL (K
JRaRFRY N HERR ST 5. Chronic BRHPIZ
BL ik, ETHOBRKRIRIE, ~UvAETAED
T2 EMRBREICL D Z ERHEREINTED Y,
FEFEIZ Th2-prone strain(A/J, BALB/c) TOIRZ M358 <
HBi=Y. —7%, 10H B CTlXThl-prone & X1 T
U5 CS7TBL/I6 TIRAEN—FER b TERY, 4
DET N-TIEBRHP DBMHFIGE HTWD L& Z
7=. ZOUOBRHP ®RMEHRIZ BT, JikE#k T Thl7
FHA RAA YR ER LTS EE2MHARL,
IL-17 014 % AW CR ARSI T 2 O & e L.
INHDZENG, BRI OBMHEBEMERMZE

day0 day2 dayd day? dayi0
5. PDE#&5.ETO day0-10 OFEFEAY BALF ELfK

1) ¥
day0 dz;yz da.yd day?7 dayl0

FAED 719 BRHP O @R T 6 IL-17 MR E AL
WCEBELRHEZRZ L TOD I EIRBE .

F72, B RTHE, BEOHBYIHCHUFIC X A%
HEROE %X, BALF O4FFPER BN 5 &
INTWHNR, SEIO~ T ZAET /VTHIREN
59\ day 2 DB CBALFAFHER D E DS B — 7 L 72 o
THY, FEOEHIBIEIIZ A PR EE 2% E
ZLTWDZ Rl sz, HFCBRHPZITH
BT L T D PDE W A S Z8 3R O WL A 24 5[]
% BALF DREIThH, BBMEEE TIIBMEE & g
LT, U /RBRRRFBRER D E CIX A BEEN R D
b0, FHERSETCIIARBICEMEE R LI (E
2).

ARRFHI BT, HUEE GEIZ BV T ORIF
REMEN SN TE LT, £, IL-178MH A HUED
HATEEENTNDEZ &b HY, 4%IE, EETFH
v RpERER LI E, =52 5850
AN el

E. ¥ G

4@, PDE % L7~ BRHP &ME#~ 7 &5 )L
EWSI LT, WETNAVEMERLC, S omyHE
Wi~ O PEREEN R X TN D Z &, SEHIRR
(ZIL-17 338 B 5 L TWA Z E 2R LT,
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2. PDE WL AFEFERRER 24 B[ 1% © BALF flia 2

HERE 2 1 (%) WARYE
meanSD 95%Cl

Jos3Bk  20.69+22.36 13.45-27.94

BFhER 6.63+9.30  3.62-9.65

WFEETR 3094696  083-534

SEXM

1) Ohtani Y, Saiki S, Sumi Y, et al. Clinical features
of recurrent and insidious chronic bird fancier’s lung.
Ann Allergy Asthma Immunol 2003;90:604-610.

2) Kishi M, Miyazaki Y, Jinta T, et al. Pathogenesis of
c¢BFL in common with IPF? Correlation of IP-10/
TARC ratio with histological patterns. Thorax
2008;63:810-816.

3) Mitaka K, Miyazaki Y, Yasui M, et al. Th2-biased
immune response are important in a murine model of
chronic hypersensitivity pneumonitis. Int Arch Allergy
Immunol 2011;154:264-274.

4) Hasan SA, Eksteen B, Reid D, et al. Role of IL-
17A and neutrophils in fibrosis in
experimentalhypersensitivity pneumonitis. J Allergy
Clin Immunol 2013;131:1663-73.

5) Ohtani Y, Kojima K, Sumi Y, et al. Inhalation
provocation tests in chronic bird fancier’s lung. Chest
2000;118:1382-1389.

6) Suzukawa M, Miller M, Rosenthal P, et al.
Sialyltransferase ST3Gal-1II regulates Siglec-F ligand
formation and eosinophilic lung inflammation in mice.
J Immunol 2013;190:5939-5948.

7) Lacasse Y, Girard M, Cormier Y. Recent advances
in hypersemnsitivity pneumonitis. Chest
2012;142:208-217.

8) Selman M, Pardo A, King TE Jr. Hypersensitivity
pneumonitis: insights in diagnosis and pathobiology.
Am ] Respir Crit Care Med 2012;186:314-324.

RABE
meantSD 95%Cl

Pvalue

243942447 16.11-32.67 0.6332
22001598 16.59-27.41 <0.0001

2.19+5.34 0.38-4.00 0.8852

9) Simonian PL, Roark CL, Born WK, et al.
Gammadelta T cells and Th17 cytokines in
hypersensitivity pneumonitis and lung fibrosis. Transl
Res 2009;154:222-227.

10) Simonian PL, Roark CL, Wehrmann F, et al. Th17-
polarized immune response in a murine model of
hypersensitivity pneumonitis and lung fibrosis. J
Immunol 2009;182:1663-1673.

11) Seal RM, Hapke EJ, Thomas GO, et al. The
pathology of acute and chronic stages of farmer’s lung.
Thorax 1968;23:469-489
12) Fournier E, Tonnel AB, Gosset P, et al. Early
neutrophil alveolitis after antigen inhalation in

hypersensitivity pneumonitis. Chest 1985;88:563-566.

F. fEREiiEsh

L

G. HREE

1. BWSO¥EE - 2L
2. EEFE L

H. HMMEEOLE - BEERR(FEZET. )

1. FFEFlUE - 72 L
2. FEREEES 2L
FOM 72l

- 332 -



FiFVERSRMERE (PP I2 B3 24—+ 7 7 P —KTFIZk b
At LR e L AR 7 D ARG

J&  BLE e R B B A
(EA - N miR EE A K R
I BRIy NEE 1B ARG — R HE Ho
e E &F M il B =B FE

B ) A ERRESE HII O EEFE D> © 72 D fibroblastic foci (FF) O AR I 457 38 M il BRAEE (IPF) DR RE D
RKETHD., Fexld, BEEE, FFIZBWTA— M7 7 VDR ThH D I & D FHBHESE R
~OLEFHE L, IPFOREE L BE T DA etE2 s Uiz, AEEIL, A— 77 P—, #iC
T har R TRENA -7 V= oA by VDR TICEBEEI b N TEE
23T 72 Reactive Oxygen Species(ROS) FEAE A FHE L, FHfMESFMia b2 HiH 4 5 & O %
LT, MR L7z, (FER) /3 BiEssaE Uiz b MITRRMESRIIR 26 L7z, 4 — b7 7 U—IXATGS / v
7 ETT, w4 N7 7 V—IEParkin ROPINKI O/ > 7 27 THHI LT, SRR HESE MR 4
fbtdo-smooth muscle actin (SMA) DOHBLUZ TR L7=. ROSEAEIT MitoSox Red %64 & DCFH-DA
ETEME L. (B A— 77 P— /A 77 =M b2 R 7T HEDROSEA %
JUE S, PDGF S K, PI3BK-AKtIRHE A TE AL U, A ARHE SR AL 25538 U7, HTBR{EAI(NAC,
MitoTEMPO), PDGF PR #, PI3K-Akt#R 8 [HE A (LY294002, Aktl/2 ¥ —EHEH)ILA— 7 7
C—FHEIC L DA RRMEEE b A E Lo, () R b= KU THROROSEADTTEE L,
PI3K-AKtRIE ZVEME(L T B Z &0, Rt+ied— b7 70— /<A b7 7 VT X 2 e 2E
R EFBORF & & 2 b,

"

FEBEEEERRE WRENR

ANT

T OEAMMREICET D RAMIEHE e E
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(EU DI
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Table 1. Blood levels of ACE activity, lysozyme and sIL-2R and their positive rates in sarcoidosis according to
radiographic stage

Stage n ACE (U/ml)  Lysozyme (ug/ml)  sIL-2R (U/ml)

Stage 0 26 21.9 (6.6) 10.3 (8.0) 652 (298)

Stage 1 51 26.9 (8.6) 10.8 (4.8) 898 (407)

Stage 2 36 30.5 (10.1) 11.7 (4.8) 1070 (608)

Stage 3 5 23.2(9.9) 12.2(6.5) 608 (199)

Total 118 26.7(9.4) 11.0(5.8) 884 (448)

Stage ACE Lysozyme ACE and/or lysozyme sIL-2R
Stage 0 11726 (42.3) 9/26 (34.6) 15/26 (57.7) 19/26 (73.1)
Stage 1 30/51 (58.8) 19/51 (37.3) 35/51 (68.6) 45/51 (88.2)
Stage 2 29/36 (80.6) 16/36 (44.4) 30/36 (83.3) 29/36 (80.6)
Stage 3 1/5 (20.0) 3/5 (60.0) 3/5 (60.0) 4/5 (80.0)
Total 71/118 (60.2) 47/118 (39.8) 83/118 (70.3) 97/118 (82.2)

Values are mean (SD) or positive cases/total cases (%). ACE; angiotensin converting enzyme

and sIL-2R; soluble interleukin 2 receptor. Normal ranges of ACE activity, lysozyme and sIL-2R are
14.1-23.7 U/ml, 4.2- 11.5 pg/ml and 124-466 U/ml, respectively.

Table 2. Positive rates of tuberculin skin test, Galium scintigram and serum calcium in sarcoidosis

according to radiographic staging

Stage Tuberculin test Galium scintigarm Calcium
Stage 0 16/26 (61.5) 21/26 (80.8) 0/26 (0)
Stage | 33/51 (64.7) 50/51 (98.0) 1/51 (2.0)
Stage 2 24/36 (66.7) 32/36 (88.9) 0/36 (0)
Stage 3 4/5 (80.0) 4/5 (80.0) 1/5 (20.0)
Total 77/118 (65.2) 107/118 (90.7) 2/118 (1.7)

C. MR

ACE (3 60.2 % (71/118),

Positive results of sarcoidosis in tuberculin skin test show less than 10 mm

in greater diameter. Normal range of serum Calcium is 8.5 to 10.4 mg/dL.

Values are positive cases/total cases (%)
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Table 3. Lymphocyte proportions and CD4/CDS8 ratios in sarcoidosis according to
radiographic staging

lymphocyte and/or
Stage Lymphocyte CD4/CD8

CD4/CD8
Stage 0 15/26 (57.7) 17/26 (65.3) 22/26 (84.6)
Stage 1 42/51 (82.4) 40/51 (78.4) 50/51 (98.0)

Stage 2 28/36 (77.8) 22/36 (61.1) 31/36 (86.1)
Stage 3 3/5  (60.0) 205 (40.0) 5/5  (100.0)
Total 88/118 (74.6)  81/118 (68.6) 108/118 (91.5)

Values are mean (SD). Increased proportions of BAL fluid lymphocytes are more
than 30% in sarcoidosis nonsmokers and more than 10% in sarcoidosis smokers.

Increased proportions of BAL fluid CD4/CD8 are more than 3.5 in sarcoidosis.

Table 4. Blood levels of ACE activity, lysozyme and sIL-2R and their positive rates in sarcoidosis
according to tuberculin skin test status

Tuberculin test n ACE (U/ml) Lysozyme (pg/ml) sIL-2R (U/ml)
Positive 41 26.6 (9.8) 11.0(7.2) 871 (462)
Negative 77 26.8 (9.1) 11.0 (4.8) 892 (491)
Total 118 26.7 (9.4) 11.0(5.8) 884 (448)
Tuberculin test ACE Lysozyme sIL-2R
Positive 24/41 (58.5) 16/41 (39.0) 33/41 (80.5)
Negative 47777 (61.0) 31/77 (61.0) 64/77 (83.1)
Total 71/118 (60.2) 47/118 (39.8) 97/118 (82.2)

Values are mean (SD) or positive cases/total cases (%). ACE; angiotensin converting enzyme
and sIL-2R; soluble interleukin 2 receptor. Normal ranges of ACE activity, lysozyme and sIL-2R are
14.1-23.7 U/ml, 4.2- 11.5 ng/ml and 124-466 U/ml, respectively.

Table 5. Positive rates of BAL fluid lymphocyte proportions and CD4/CDS8 ratios and Galium
scintigram in sarcoidosis according to tuberculin skin test status

Tuberculin skin test Lymphocyte CD4/CD8 Galium scinitigram
Positive 31/41 (75.6) 25/41 61.0) 37/41 (90.2)
Negative 57/77 (74.0) 56/77(72.7) 70/77 (90.9)
Total 88/118 (74.6) 81/118 (68.6) 107/118 (90.7)

Values are mean (SD). Increased proportions of BAL fluid lymphocytes are more
than 30% in sarcoidosis nonsmokers and more than 10% in sarcoidosis smokers.

Increased proportions of BAL fluid CD4/CDS are more than 3.5 in sarcoidosis.
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