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Fig. 1 Pathological fibrosis score. The fibrosis score of gefitinib 200

mg/kg without bleomycin showed no significant change.
Gefitinib at any dose of 20, 90 or 200 mg/kg significantly prevent-
ed the bleomycin-induced lung fibrosis. AG1478 also prevented
the fibro sis. *p<0001 vs Saline+ Vehicle, 'p<0001 wvs
BLM + Vehicle.
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Fig.2 Eflects of AG1296 on BLM-induced lung fibrosis evaluated
using a pathological fibrosis score.  *p<0.001, #p<0.01.
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Fig.3 Gefitinib at any dose of 20,90 or 200 mg/kg significanily
prevented the increased collagen content.  AG1478 also prevent-
ed the content. *p<0001 vs Saline+ Vehicle, "p<0.001 vs
BLM + Vehicle.
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Fig. 4 AG 1296 significantly attenuated bleomycin-induced increase in
collagen content,
(p<0.01 vs control, +p<0.01 vs§ BLM+vehicle)
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Labeling index (%6}

Fig. 6 Immunohistochemical stain for p-EGFR in bleomycin-induced fibrotic lung tissue at Day 3.

gefitinib 200 mg/kg.

A

Immunchistochemical stain for p-PDGFR in bleomycin-induced fibrotic lung tissue at Day 3.

gefitinib 200 mg/kg.
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#f6#: Significant difference from corresponding BLM by L5SD test (p<0.05/0.02, respectively).

Fig.5 Labelling index of EGFR (A} and p-EGFR (B).
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Fig.7 Labelling index of PDGFR (A) and p-PDGFR (B).
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shiz,

PDGF-RTKIIZDW T h A=A ¥ X 55
HALOMME %R L PDGFROJEHHE L L U
PDGFR V) rE{boRERNEECNHREh 3 2 &8
AN, MEEFTETEE R E -5 Y-S v b E
EUTHERATE 28#ITH Y, PDGF-RTKI %A
3% imatinib & Tz G MAFIEHEE & U CEIKBER
ENTBY, MRMHESREAOICHLEFS D25,
56 LEHEMROEEANRES N TEY, A4
=X L DEEMRNETH 5,

S FEERIEHREEN, RTERTIC & 5 BifE b & 1)
L, IPF OWHEEEE LTHRCH 2 AlREEIS R E R
7.
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R A= R LD
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i vz RH

SE, =7 AOMEEETF LR HWT, BRI L 2B L O, ZOHEHHbicxy+2, AL
A X BRBEHOE, EBITHCVD I YAV 2=y 7 [HCV-Tg (+)] ORIZTHELZDOWL
THRE Lz, 15 Gy OISR & 2o i 1280 £ U, % /0E8cid Balb/C »3
BS7BL/6 & D ERREMTH B Z LAVRENT, EBICHCV-Tg (+) v A EAOIRE i LD, I
Bhz & 2RHEHE R HCV-Tg (+) EBWT, B, »0EEIKE LS Z ERAN::, $2bb,
fEFkFe 2 D32 ) AT NTRUTE LR LERC, BHEOMRERICBWTH HCV 35 LG
LEmEhl, S5O ERET SRFELTYA b A4 rOhTiE, SRHEFRL TS
HAER%2H T 5 IL-4 OESIRE & e,

Mechanisms of pulmonary fibrosis with irradiation in murine models

Junichi Nakano, Mikio Nakajima, Tutsuya Adachi,
Hiroyuki Nagase, and Ken Ohta

Teikyo University school of Medicine, Department of Medicine

We have been reported that period of more than 12 weeks might be necessary for lung fibrosis in mice
by the irradiation in our previous studies. We have been also reported that in HCV-transgenic system,
significant pulmonary fibrosis was demonstrated by measuring lung dry weight and hydroxyproline
content in HCV-transgenic mouse with treatment of 8 mg silica, which is the half dose being used
conventionally in murine model of lung fibrosis. Here, we studied the process of lung fibrosis in response
to irradiation in two strains of mice (Balb/C and CS57BL/6) firstly. Secondly, we investigated if the
HCV transgenic may influence the processes of these inflammatory changes and lung fibrosis induced by
irradiation. As results, Balb/C was significantly sensitive to irradiation as compared to C357BL/6.
These fibrous changes were demonstrated significantly after 12 weeks from irradiation with decreasing
body weight of mice. Moreover, significant pulmonary fibrosis was produced by irradiation, in early
time point and with higher magnitude in HCV transgenic mouse in response to irradiation. Further-
more, participation of IL-4 was shown as an important factor promoting the lung fibrosis in HCV
transgenic system, which is agree with the results of pulmonary fibrosis of mouse in response to silica
particulate. We concluded that Balb/C is sensitive to irradiation compared to BS7BL6 and HCYV is one
of important and promoting factors in the process of these pulmonary fibrosis.
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MEREA e 707 7y —VHIFANTERENMT 2 2 EXREDIT L 2 3 Z L 2 REBEE
WRBEh ST 52 ENTE, - T, MEAHECEZEO D 2 memilorsid, i
1o e MR PIR R 2 B R T B H 0 > SRR O FRACHEITH A WEEMELTE Y, 2z, REMSD
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Acid-fast and cell-wall-deficient Propionibacterium acnes
in lymph nodes from Japanese patients with sarcoidosis

Yoshinobu Eishi!, and Tamiko Takemura?

'Department of Human Pathoiogy, Tokyoe Medical and Dental University and
tDepartment of Pathology, Japanese Red Cross Medical Center

The causes of sarcoidosis are not known. Recently reported effectiveness of tetracycline may suggest
bacterial causes of this disease. Propionibacterium acnes is so far the only microorganism found in
sarcoid lesions by bacterial culture, quantitative PCR, and in sitt hybridization studies. To estimate
pathogenic roles of this indigenous bacterium, histologic examination was done for sarcoid lesions with
P. acnes-specific antibodies. We examined formalin-fixed and paraffin-embedded sections of biopsy
and surgical samples from lymph nodes of 30 patients with sarcoidosis, 15 patients with tuberculosis, and
75 patients with other diseases. Immunohistochemical detection was done with P. acres-specific
antibodies (PAB and TIG antibodies) that react with cell-membrane-bound lipoteichoic acid and
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ribosome-bound trigger factor protein, respectively. The two antibodies reacted with acid-fast spindle-
shaped corpuscles, so-called Hamazaki-Wesenberg bodies, that appeared in 16 (53%) of 30 sarcoid lymph
nodes and 2 (2%) of 90 control lymph nodes. Lipoteichoic acid was found confined to outer areas of
the bodies without cell-wall structures and trigger factor was found scattered in their inner arcas. PAB
antibody also reacted with small round-shaped and acid-fast bodies in swollen macrophages at
granuloma-free paracortical areas and their degraded forms were found in granulomas in 24 (80%) of
sarcoid lymph nodes. We concluded that Hamazaki- Wesenberg bodies that appear frequently in sarcoid
Iymph nodes are acid-fast and cell-wall-deficient forms of P. acnes. They are dormant in lymphatic
sinuses and granulomatous inflammation may be triggered by intracellular proliferation of their activated-

forms that resulted in degradation by developing granulomas.
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