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FIEFNZ BT % tacrolimus GEEDEFMICE L T,
FEEMENE B EEIR, M5 CT 2 SHEEATR,
BRI AT A 5347, MlitkRERA (% VC, DLCO), ADL
FEfl, KL-6 7 EOIMEMEMEME~Y - —% T
1T o 72, AFEGIAE A F4GEF 1 Hugh-Jones IV ~ V
& BHEERDE  FigRmEidmiTcadiro
7o ML AT A GHT ORGBIZIZ S 2 bid i b
Nhhror., BEEREIHLTHOBR TIEH 7
S, —ERRICEER L CUNE ) T — 3 3 YOSl
R ENTEE L7, IS CT TIRRGHERBFE T
HEEFrRouESLE N, L EXL ) —Z2D
RERIEN S -FdbotEZLNL, LL, B
PFED T Y b O — SO0, BRI B
Tayv 7 THRELZ BRREEIZEWTIEBD-
glucan AR EE T 7 A OV F )b A O B GeH R 2
& oz, BIMRIIEMEER LA A b 2
A VAR LD SN, EENHEF %S

BRAED T Y PO — VHFETH S &

Tacrolimus (& f #% & Streptomyces tsukubaensis &
h w7z Ml B2 N T FK506 binding protein

(FKBP) &#54 L, calcineurin & 8 & 19 FHE, #
REVINK-ATOEELZHE TS Z &L TIL2%2 &
DRIEETA I A P OEAZRTSES, Th
W2 & o TR L E N7z T R o B5E % Jfl 4 5 2.
MR R 2R° S EBEIROBEIC BT, S5
BN T AREDITIEAE R EINT WV, &
CIZAT T A FIaHRICHEGUE O 8GR i i 2%,
SEBR G SICEHT A MEEM LB TERD
THo LT HHREDPFR I NS>, Oddis & Vi
P aminoacyl-tRNA synthetase JLAE BRI A PF L
72 B " M B 4 C, PSLIZ I X methotrexate,
cyclophosphamide 7z & D 4 32 H ) ) G H 58 5 75 %
hTHo 72 BE SHIIAT L tacrolimus % #R ¥ 5- L,
BRI, FitSRein < CT & & ORART R OtE
ROz EHE L7z, AFTH Ochi b ¥ 2R HH
P BRBRICEF LI-MEBEMEOEE 2 A
tacrolimus 2SF X TH - 7= L L 72,

TRHESEIE ORI B 5 invitro, BL U=
7 A D in vivo blemomycin € 7 )V TOME T,
TGF-P A1 D BRI AR AR 2 A= S & A, Jili D # e
AR L 722 &R ENTEBY P, tacrolimus 12
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TV A~ A Y VEERMARHEREE T ILIZE T 5 Gleevee &
v a I 4 FHERIIZ & B PisHE xR O ET

Wi %ZE W MU FH s |R =R

T 4 135 FRER GBS imatinib (Gleevee ®) DRfiFRAELHNHIRIE & al-acid glycoprotein (AGP)
IC X BHERRICOVWTHE L TEZ, &5 2074 ¥ Y HHIZE ) AGP OEH A
fEBE 241, Gleevec DPEMALRIEAAETAH 2 LS WME L. A0, ZOXAHZALITDNT
EHIZEEMICHRE L2, AGP OEH %R 51213, =) Aux A Y YAy 7)) A0<A ¥
OB L RIENTH o7z, Ki-67 ZeBiZ L V), Gleevec +~ 27 12T A N5 T in vivo THIT#E
MESEAII O BEFE IR SN D T EDPS & o7z, —F, ME AGP BEIEEACBVTT
TIZ 400pg/ml HifECTH Y, v T ALY 240 ) EETH o 720°, FHEMIRMEERR ICBVW T
K52 ERLTHBY, Gleevec #H5-H:21E, FOMEHEZHIG]T A MTREMATRIE S L.

Role of a1-acid glycoprotein in therapeutic antifibrotic effects
of imatinib plus macrolides in mice

Yasuhiko Nishioka, Momoyo Azuma, Yoshinori Aono, and Saburoc Sone

Departments of Internal Medicine and Molecular Therapeutics, Institute of Health Biosciences, University of Tokushima Graduate School, Tokushima 770-8503, Japan.

Imatinib is an inhibitor of platelet-derived growth factor receptors. We have reported that treatment
with imatinib inhibited bleomycin-induced pulmonary fibrosis in mice. However, late treatment with
imatinib had no effect. To clarify why imatinib had no antifibrotic effect when its administration was
delayed, we focused on al-acid glycoprotein (AGP), since it was reported to bind imatinib and mediate
drug resistance. Addition of AGP abrogated imatinib-mediated inhibition of the growth of fibroblasts.
However, treatment with EM or CAM restored the growth-inhibitory effects of imatinib. The level of
AGP in serum in mice rapidly increased after the administration of bleomycin and reached a plateau on
day 14. Imatinib alone did not ameliorate pulmonary fibrosis when treatment was started on day 15,
whereas co-administration of imatinib and EM or CAM significantly reduced the fibrogenesis via
inhibition of the growth of fibroblasts in vivo. Serum levels of AGP were higher in patients with IPF
than in healthy subjects. These results suggest that AGP is an important regulatory factor modulating the
ability of imatinib to prevent pulmonary fibrosis in mice, and combined therapy with imatinib and EM

or CAM might be useful for treatment of pulmonary fibrosis.
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B eI O FREGE T A L2 A 20 AR ) Y+ 2704 FERELGOICN TR F VL AT A4 IR AFRICHE T SRR

FUoic

RIS VERTREMERE (IPE) 1, BRI o8 MEFT 1%
I LIEETH D, 5 EEFEILSOB LT TH 5.
FRPZPEGTRLEET HRBELRIELI SN TES
T, EBREORBPEL L o T, Firld,
imatinib (Gleevec ®) 2 MiffAEE DIHREIC B W T EE
et E 2 R LT A /N AR SR B IR

(PDGF) O Lt 7% — & FRICHES 5 MICE
HL, 7vad~A 2 rFREMEEEE TV EHn
THRSHALR B A MRE L7z, FO#%E, imatinib i$
WO GRS R AT A b0, BRYEHRE

(days15-28) 1BV THAMRMELRI RO FRD btz
WIZEHLENE o720, T OB T imatinib 2°
s 7e WEE E LT al-acid  glycoprotein (AGP) @
TEEMEIZEH L7z, &+ AGP I3 imatinib & #&6&
L imatinib D{EEZHETH 2 EFHL N E Lo
TBY, 512 AGP & imatinib & DFEEIIHER
B CEH, FIZIF4HIR~Y I BT 4 FE %
imatinib & ffH 9 % Z & T imatinib O AT 1AL
FEINDLZEPFHFEINTWSE2Y, 4, Faid
TUF A Y BHEE T TV B A imatinib
fif P~ D AGP D Ed5- & erythromycin (EM),
clarithromycin (CAM) #FF 12 & 2 T e hR&h R & £
DAH =KX LN D NTRRET L7,

F K

Bl f A IE £ 7V 13 8 B O C57/BL6 ¥ 7 A I
BLMI125mg/kg % 200ul O 4B EIEKIZER L Alzet
mini-osmotic pump % T 7 H B2 1) TR
THGTAHZ X DER L7z, Imatinib 17 L F
~ A G 1SHERS 14 HHE, S0mg/kg/day &
2000 DB ARICER UBEERNES L. EMIE
Smg/kg/day, CAM I 20 mg/kg/day % [FIFFIZFZ T %
5 L7, 28H#IZ< % A % sacrifice L, A%
Sircol Collagen Assay @ W THliz 7 — 7V &&
Fa L, A RS 2 AL o 5 £
Ashceroft score # AT 2 AOFREEIZL DT - 7.

fEBERFEREEAN AL FH A4 T AR
53 P RS A0 B
* BRI E

& O\ ZHEIARAESE I 2 BT T A HIWT, 21 H
H 12 sacrifice L 7280 12 THLKi-67 PR I2 D\ T
SRR To 72, FlmSEUREE R v, PLKE-
67 PLE & HL S100A4/FSP1 HLiRD 2 B % 4T\,

¥ 72 IPF B & I 7E % B \» T radial immunodiffusion
assay (2T AGP % #1T > 72, £ 72 imatinib & AGP,
EM X 13 CAM |2 X % i #E 3F A0 i 338 5l £ il %) 5
% *H-TdR B Y :A A3 ER % H W OET L7z,

®m R

<7 AIBITAIME AGP EEE, 3 hu—
< AT 90 ~ 110pg/ml, 7L F <A ¥ hiREHERE
EFNVTIE3IHE LY EAL, 14 HE DK 650
~ 1000pg/ml CHEB T A Z & 2 #E L 72, Imatinib

(1 ~ 3uM) X PDGE-BB (10 ng/ml) CTHIE L 747
HE S TR R O 4 58 SUIG %2 $0 L 722, AGP (2B
MRAE 112 imatinib D BEFEEIHIR) B A BB L 72 (K
IA-C). L% L Albumin T %D X 9 B3R IR
o7z (M 1D). —75, EM, CAM ORI & D
AGP ORI FALIREMRAPEIZHE S L, imatinib O HiifR
MEZF A R Zh AT EAE L 72 (X 24, 2B). £
T b A Ay VHiBAEEY Y AICBWT
imatinib & EM B8 £ 0" CAM O ff FHxh R % Had L7,
{B# (L imatinib & EM & 5\ & CAM DFHEE &,
FABMTISHE?S 14 HEO®FEHRS %47
72. Imatinib & EM & 5\ d CAM OB TI3HiH
HEALAH R A FRD o 72708, BB T HE TR,
Ashcroft score, I 7 — 7 E &I TEH LRI
MEZRD (K 3). 72 ORI MO
BEFEEIHINC & B0 &) 2 F R B 720 | B GE
BT 5 Ki-67 DREGEEITo /2. TOEE,
BB FTET 5 Ki-67 AN 1T imatinib & EM #f
ABHTERHIIHRH SN TVE I EPHERINL

(4). SHICHEPEEICT, ZOMEICHERE
T A Ki-67 b EM L L, [FEIC S100A4/FSP1 & B
WTHDHIEDFER SN, F/IPFEEIZBVT
7% AGP j&F EH #3286 72 (M 5A) %, CRPE &
DAIBRIZER D % o 72 (X 5B).
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imatinib 0 0 + + + + + 4+ o+ Imatinib 0 1] + + + + +
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1 Imatinib 12 & % = 7 Bl HESEAIIL O B FEINGIRN B ORI T AGP D

CSTBL/6 =™ A & W YRR L 7= I dEsEMias% % Fiv>"C, PDGF- BB (10 ng/ml) T 72 IFRIHI#17% *H-TdR (1pCijwell) %z 18 HFfi/¥
WAL, BRgEREE L. 1, 2, 3 uM @ imatinib (25 L AGP % 100 ~ 1200 pg/ml DIRETHEML ZORREMRE L7z, €O
F, AGPEMNIZ & Y imatinib O AESFAIRLEEHIHIRI SII B RITRE S,

zZ K

4[], imatinib DPCHRAEILAIFAZ BT DIHERA 7
ZAXALIZAGPOIHEE L T 5 Z & D invivo, in
vitro TOFRERIZL YRS N,

In vitro DFERD 5 1%, 200pg/ml L FD AGP i
T imatinib (2 & % B EEIEEIHIR) R AL D b7z,
TULATA T VHIRHEEY 7 A TRERICB T
AGP 12 700 ~ 1000pg/ml & 72 Y} in vivo 125 W
T b imatinib O XY AIEEG S LT B FREMEDIR
&N, —7, b MiiE AGP REREE AICE
WT b 400pg/ml Btk & & <, IPFEED 60%IZH
W T AGP B 13 1000pg/ml Bl | & & 5 I2EE T
Hot. b MEE AIBITS AGP EE X, imatinib
DNEEHLEENHLTCLEIRETHDLHD
D, E1 55 AGP OFEM 1F imatinib O ML H R &
DING VAL > THREBEESNTL S Z LWL D
THhAH.IPFEETIIESHIZAGPHEN LA L TEBY,
imatinib O1EFFNGIAS & 0 5 < B 5 W REMEDTR
b, 4, WBHEEDAT — T REEIEI
£ % AGP DR OB PERELE DN L.

—F, TV F <A T ETFIVIZEB W T imatinib B
FI TR R b e o 7 BIERSFRIIB W

B2
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TH 4B 70T A FOEAPENTH - 7.
Z ORI, imatinib [ZIEHEY A PURAE LR R &
FTEALILEFRBRLTCBVEELZHMRLEZDS
N5, kA ORBE T Iid 800ug/ml D AGP & T
imatinib O IEHIM 14 % 3T 57201213 EM, CAM
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TR MRV UMEREIZG T 5 MyDSS8 (K17, JHRGARKRIZX S
Tuasrt s e riia yBoRSiEE
HE s S B O RH U7

IR A Bk B BE = AER A
A H /N

A

FusF )y (PG) L 7hayE (HA) \ZMHEA~ N v 7 2Z0BBES TH S &
EBDIHTINDRIEMB O EICEELZEE R L C0E, LaL, KEMICBIAREB LR
WS ICE LI L Mo Twiv, 22T, 4 lipopolysaccharide (LPS) &8 PH%
SHOMIZBITA PG & HA OFH, B X OB T 5 MyD88 OS5 2 MEt L 72, Wild-
type (WT) CS7BL/6 ¥ ™7 A2 PBS F 7213 LPS 2R ENHS L, #5#2, 6, 24 BEHEZOHGT
D PG & HA D33 % real-time PCR IZ X D #KET L, T2 MyD88 RIE~ 7 A T?D LPS % 5% D
PG & HA D% WT ¥ 7 A & WEME Lz, v 7 ABCB W T, LPS K& WS 2, 6 R
%, versican, hyaluronan synthase (HAS)-1,-2, syndecan-4 ® mRNA 3 AAF HIZ E&H L 7.
$ 72, MyD88 RIE~ 7 A & ffi o 72451 Tld, syndecan-4 @ L& 1213 MyD88 KAFMEREEE D A A
B8 L, versican, HAS-1,-2 @ L F.1213 MyDS8 IKAF 14 & SRR AR OM FAHEE L Twb
ZEMREN. BEX Y, LPSIZL BT PG & HAS DO 4 5 MyDS8 K7
P EIERFAREOMS 3B —~TIE R ENENRL > TWDH I EATRE ST,

Lipopolysaccharide Regulates the Expression of Proteoglycans
and Hyaluronan through MyD88-Dependent- and Independent-Pathways.

Yoshinori Tanino, Suguru Sato, Xintao Wang, Taeko Ishii
Yayoi Inokoshi, Kazue Saito, Atsuro Fukuhara, Junpei Saito
Suguru Ishida, Mitsuru Munakata

Department of Pulmonary Medicine, School of Medicine, Fukushima Medical Uniersity

Proteoglycans (PGs) and hyaluronan (HA) play an important role in regulating cellular phenotype
and leukocyte migration in the lungs. Lipopolysaccharide (LPS) activates the innate immune response
through Toll like receptor-4 and the Toll-like receptor adaptor molecules, MyD88 and TRIFF. To
determine the role of the MyD88 signaling pathway in the regulation of PG and HA expression in the
lungs, we compared the responses of wild-type (WT) and MyD88 deficient mice to intratracheal LPS.
MyD88 deficient mice and WT mice were treated with intratracheal PBS or LPS and then euthanized 2
and 6 h later. The relative amount of mRNA for syndecan (Sdn)-1, -2, -4, perlecan, versican, decorin,
biglycan, and HAS-1, -2, and -3 was quantified. LPS significantly increased the expression of versican,
HAS-1, HAS-2, and Sdn-4 at 2 and 6 h in WT mice as compared to PBS controls. MyD88 dependent
pathways were responsible for the increased expression of Sdn-4. In contrast, versican, HAS-1, and
HAS-2 expression was regulated through MyD88 dependent- and independent-pathways. Taken together,
we conclude that the expression of specific PGs and HAS is upregulated very early to LPS by MyD88
dependent- and independent-signaling pathways and the rapid increase in versican, HAS-1, HAS-2,

and Sdn-4 mRNA suggests an important role for these molecules in lung inflammation.
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IR NEYUEBEIZBT S MyDSS KN, IR L AT e Tk ) ke T v a YR O

lEU I

TUFE YA AL, AT R, 2 Ra
4 F Ul TNV U, T T8 U &
DT a3 7)) h b b REE{LS HEDS

EHIZHEHALTTCEAY V37 THD,
m%ﬂ7%077x@~@@%5 ¥/, TN
OYERIZI7TEHICESE L TWREWwWS Y a3/

75T hyaluronan synthase-1 (HAS-1), HAS-2,

HAS3 D3 DDWHEIZL - THIBET CER EN
Lo, TuasF ) s vk rTru sEgIEHM
RO 2 MR T 2 B B glue T 7% O3 E
RYNE, MABROBEARICEEREE Lo T
LI EDHRE E LT W B D, lipopolysaccharide

(LPS) I & 2EEICBVWTENERO T T T F
TN RETIVE VEBREREBERFED LD ITHE
HLTWANIOWTIEZH SN T Wi,

Toll-like receptor (TLR) (&M 4R 2 383k L, 14
FOMMPREFCICEEREE 2 RIZLTBY,
75 LEWE OMBLEE DR T & 5 LPS 1 Toll-
like 4 (TLR4) /MD-2/CD14 OZBEMEEHRE ML
THARIER S 25| Z# 3. LPS I3 TLR4 IZH&
5 & MyD88 & TRIF |2 & A ¥ 7 F VA % 1
HALL, MBI AHEADORIERILEF S
j~ 1)

AEFEIZBNT, EAIZLPS BiCBWTED
i7&737i7Uﬁ/$E7wn/&D&@§
EREELD), T2 0BRIZE VT MyDSS
A & R IR S ED L H IS5 LTw A
haigEr L7z,

FE

88 1) Wild-type (WT) C57BL/6 ¥ 7 A IZ PBS
F7213LPS (1 mgkg) RENHES L, 5% 2,
6, 4 EMBOMiTOTOF AT )BT
O v ERA R OS8R % F 8 1Y real-time PCR 12 X
D RRES L7z

£EE2) MyDS8 K~V A% L, LPS 5%
OTUFFT) BT IVO UERERERDRE

TR T BRI R
% EREH

A WT < AL st L7z,

®ER 1) LPSKEWNHS, MicswTa oA
J- HiBE 7 0 74 7)) S 2 Tk decorin, biglycan @
I L d o 7255, versican 142, 6 MM
2 EF L7 (Figure 1A). ~/8T VBT 07 4 7
1) 71 > T3, perlecan, syndecan-1, syndecan-2 (213
AL SN T, syndecan-4 D AP L5742, 6 K
MTLER L7 (Figure IB). b7 V0 VERAREEE
Tl HAS-1, HAS-2 X L& L724%, HAS-3 IZ13Z%
LAY B L7 2 > 72 (Figure 1C, D).
%ER2) LPS k57, MyD88 KA~ 7 AJfilZH 1T
% versican, HAS-1, HAS-2 ®33i, PBS &5
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2A, C, D). —7, HiZBI1T % syndecan-4 DFEIH,
i, LPS %5 % WT ¥ 7 ATIEPBS 25 L7z~
A C LI L T ERADPEO b)Y, MyD88 KiE
Y7 ATIELPS 5% IS BB A LN b o7

(Figure 2B).
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HERO B, syndecan-4 O LF1Z1E MyD88 IKTFME
REDOADEE LTVt L, versican, HAS-
1, HAS-2 ® EF1213 MyD88 MKAF 1 & FEMK A4
O HFNEE L Tn5E I EARINT.

INET, EAOMREIIBWTIY FaAF
VWEEET a4 7 ) TH A versican, decorin,
biglycan 25 LH-§5 Z & 290, b T T X ERAIAE
FiCBEMLEERICEZERT S Z L9 PHREIN
Tw b, LPS IS & 2 &HETIEIANRT VIREREN D
E%%ﬁ:yFD4%ymﬁwuLTm?é &
WG SN T 5 925, LPS 12 & 5 RIEFILDZ 1
%ﬂ®7UTﬁﬁUﬁ/?ETwD/M R

3T BB DOV TIMF ST o7z,
4 1A, LPSifi & THIA OB M RD b7
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Figure 1 Real time quantitative PCR for CSPG (A), HSPG (B), HAS-1 (C) and HAS-2 (D) in PBS and LPS treated lungs. HAS-3
mRNA expression was not increased in LPS treated mice at 2 or 6 hours (data not shown). Values are the mean &=SEM with n = 3.

* significantly different from PBS treated lungs using Mann-Whitney's U-test and a p < 0.05.
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Figure 2 Quantitative real time PCR showing changes in versican (A), syndecan-4 (B), HAS-1 (C) and -2 (D) mRNA at 2 and 6 h after

the intratracheal instillation of PBS or LPS in WT or MyD88-/- mice. Values are the mean = SEM with n = 3.

*p < 0.05 vs PBS treated lung.

#p < 0.05vs WT mice treated with LPS.
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Bl DAL TR AME SRR D FETE 2N < B85 L TH Y, PDGF (platelet derived growth factor)
IHGESE I O E - BN CH 5. PDGF DIER ZHET 5 &, BT 7L O L)
S s Z &, b M OREREEMRMEEESEFROME~ 27 7 — YT, PDGFHEHTT
HELTWAEZ EPFRESNTBY, PDGF OHEIFIRRMEEDOF 2 i g S EE SN 5.

4efal, A EBLICIROEREE & LCRIRIGH S, PDGFZBRT v ¥ T=A N Th 5
trapidil 12 & o T, YT AZBITLH LY ANMBEEREZIHTE L2208 hEBE L2
C57BL/6 ¥ 7 AT, YU IfFamBf&5 L, BHID 14 HREER T rapidil % EENRS L,
1S HBEIWIHEH L7z, ) A HERSICL o THEEICHEM L 2K E LIS (BALF) O
MBS, U BRI, WHERERL, <297 7 — DS trapidil I X o THECHIGI S F 7,
BHALDESEMIEECH LN FEF 70 Y ESEEICIH S, MEmicd, il
fREEDNE R, JEMIREIHH S DEds, L) 72X b~y AMEHEREE 7V iC
BT, trapidil I ESSEMZIRE, BHILORFLIH T2 Z EARENT. SRIOERIE, <
7 AMGHRAEE £ 7NV BT % PDGF #Fl O B4R T 5 & & 12, PDGF &% #ifl4 %
TRRENE & U C, BEICERIRBE ST A trapidil 230 & DO ERIRIE 720 9 AATREME & RIE L 72
bDEEZLNA.
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Fili DA TR MRl D S RE AR < BI G- L
T\ 4. PDGF (platelet derived growth factor) (3
MEMRoOBEERY, HWHE TS ‘9, LA 2
Fa gt LT, Goinr s G BRI THET 5

competence factor & L TE< V. & f_, In vitro T,

IL-17, TGF-p* % O#sED ik, PDGF DI IH
AN L TERZREET A 2 EAVRINT VD Y,

Invivo T, ¥ 7 A2 PDGE-B % 5fill5IHET 5 &,

Fe P I e i A b S T T 5 Z LG SN T
W59, F7-, PDGF DIEHZMET S L, BT
FORFEMELDTIHR SN D Z L RENTHEY,
I ADT V<A ¥ itgETE 7V T, PDGE-
R #MHETHZ LT, MEEPrHHIEINE Y. &
B2, B MIBITAMETH, FRZetEisAEE &
S L-lE~ s 27 7 — YT, PDGF-A
%2 PDGF-B mRNA D53 X, PDGF & H D REEDTT
HELTWAIEDREINTWE Y, LLEORAR
75, PDGF Ol bIC 81T A X E DO EEMATR
BN TBY, ZOMETHEH R IGEERNEEEE
SN5.

4], A4 IX PDCEZ/MET v 5 T=A P TH S
trapidil ¥ 512 & - T, ~ 7 AT BT B iR
BEA YT & B0 &) »aMET L7z, Trapidil (ZBE
R ETR RS & L CRRRIBH ST 2 2%,
WIERREOWFINEE ¥ ) #5510 B2 AH
BEEFLTRITTAI L E L. -

BOEMEILD
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it 5 s/ v kT (R ufﬁ}rl

< % AR E SV IZH A PDGE /KT v # T= A b ORIRE
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#E, trapidil i. p. FEZ R L 72,

BRIT ) x5 14 B2 ICRE SR (BAL)
ATV, MifEoE, Mz mEt L, £/, W
Jili % GEASEE R L, M oA bFENIE L LT
A Faxyru) rexilE Lz MRFImE
4T 7.
%J7-9i$ﬁﬁ+@ﬁ
ANOVA THEEZR O
fﬁ%%@%ﬁot

FMAZT/RT. one-way
4, Fisher's PLSD test

7w R

S A EBEEICL o T, K& NG
(BALF) H oM rgEcEmLiz. —4,
trapidil ¥ 5-FE Tld, V) #12 X A BALF#EMfa5E
mﬁﬁ$VW%éﬂjﬂnﬁﬂmmmiﬂﬁif@
BRI A EREERD N o 7z HilE
%W%L&ﬂ?%k,‘Uﬁ&ﬁmibﬁ%K%
U7z »osEkE, R, voruT7 -V
% trapidil A ZICHIHI L2 (3). $72, #AEL
DEALZERHRIETCH H2 A Fax o ra) yaid
0.5 mg/ H O trapidil THEIZHIH 2N (R 4). 4
Wy, YU AR TRO S N AR D
BES, KMEMigEEs #im sz (Ms5). e
e, YA AT Y AMBEET T IVIZB W
T, trapidil & SIEAMRLIR B, MAEL OB 2 HH
TAHIEDPIRINT.

JJAWEAS1/ B BEEERE AT F, B AR{ESE R
EWE, B I, AEAEKICBRERE,
ultrasonicate L7-% O % Hw 7z,

16 mg/mouse
C57BL/6, 6w &

BN . C5TBL/6: 6 G & a Fiv7z. V) R
FBEI 16 mg/ L% &< 7 A — T IVK

T CHAEKRS L7, Trapidil l3AEBAIEK  day -1

THEML, VI ARRRGEDBLDY, 14H

KPP - 7 LV —
x BN

ip.
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Silica Trap?dil 0.2 mg BAL
Trap!dgl 0.5 mg Histology
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N

N

Control Trap Silica+ Silica+
1 mg NS Trap 1 mg

2 BALF #&ille%

8: Trap 1 mg

7
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5 :

4 Silica + Trap 1 mg
3 ko kek sk okok
5 I i

S

O __=s:=-T“ T :
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3 BALF Al 4@

ng/lung o P
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600 +
400 1

2001 |

Cont trap1 () NS 02 05 1(mg)
Trapidil
Silica
B4 A kFoFerso) g

zZ K

ARl DOREET DR, PDGF [HEEH % b D trapidil
B, T AD D) 1 MR 7OV O RE = HH]
T5ZEDTRENT, Trapidil ILEMEILESEE L
TR SN, PTCAROFREL T ALY v L [FE%
CFPHTAZEDTRENTVESY, L MIBIT L
5812 300mg/ H (6 mgikg) TH Y, SHEDTT A
OG-l 25 ~ 50mg/kg TH 5.

Trapidil @ PDGF BHEEMIZB L T, invitro T
iZ, PDGF-BB I & 5 & ME A v ¥ AL O
TEAE PRI A 2 EAURENTE Y, PDGF-BB %
EHIHET L EHEENTWA 9, F 72 invivo
T, trapidil 17 FFEIRBEHETNVITBNT,
PDGF CRIEFFEINL T EH A ~ MCP-1 DF
WA TAIEIRENTVWE W, EHT, Ty
~EIRIES T TV BT, PDGF-A, B DZ&EEZ
BEMALIH TS 2 &, ZHEMFICE L TH PDGF-
Ro, RPmRNA FEH z #5562 LATRS L TWw
AL Ik AL, PDGEDOT > F 2 AT U0
FRAEE E 7 VIS B W TR ZIRIL 22 & %
B LTBY?, SEOMBEEONHERSL, &
7 { &b —#0L PDGF AEH O il 2 4 L T B 0]
Ae TR A . & 52, trapidil 3 in vitro T PDE
(phosphodiesterase) 1514, TXA. EA 'S, CD40
DTS T FNVEIHITHZ &9 PGS TS
D, TNHLOFBHFEG LT VB IREEIEIERD
A, Atk trapidil 12X T, BHELOARLR S
JIERIPOIZ T S HIH S N7HF 12D W T, BALF ®
A BT AT ENA VWA N A ¥ DA
L TEHIZHLPIZ Lz,

i H iX, PDGF-A % PDGF-B & 4 % # ] 3 %
pirfenidone 7%, EE&HGIZ 7, £ -ERRAVIC S, B
MMEICH L THEMTH A Z LAHE SN TS,
% 72, PDGF @ ¥ 7" F Vgl 2 #1fl§ % imatinib %%
il SR AEAL 2 H0f 3 5 EBRM A HE S Tw
B2 AEOFERE, v AMBMEEE T VICE
75 PDGFREHOBEEM L TET S5 & & b I,
PDGF #%8& % #Jl] 4 % {65 & LT, BEICERARSE
HE TV 5 trapidil 230 & DOFIRPEL 720 5 BT
REMEZ R L-bDEEZLNS,
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