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Fig. 1 Pathological fibrosis score. The fibrosis score of gefitinib 200
mg/kg without bleomycin showed mno 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<<0.00! vs Saline+ Vehicle, 'p<0.001 vs
BLM+ Vehicle.

T

Pathological score
[

0 — 1 r r
cont BLM BLM
+ +
Vehicle AG1296

Fig.2 Effects of AGI1296 on BLM-induced lung fibrosis evaluated
using a pathological fibrosis score. *p<C0.001, #p<0.0l,

RIS £ #IL 72 (Fig 1), PDGF-RTKI T2
% AGI296 b 7V v 4 ¥ iz X BEHHME R IHIL
7z (Fig.2), 7z, 7VA v 4 ¥ 542 & 2Btk T
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XSS e (Fig 3,4),
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Fig.3 Gefitinib at any dose of 20,90 or 200mg/kg significantly
prevented the increased collagen content,  AGI478 also prevent-
ed the content. *p<{0.001 vs Saline+ Vehicle, Tp<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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Fig. 5 Labelling index of EGFR (A) and p-EGFR (B).

AT

»

Immunohistochemistory for pEGFR

A) Control

Day3

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

gefitinib 200 mg/kg.
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#!44: Significant difference from corresponding BLM by LSD st (p<0.05/0.02, respectively).
Fig. 7 Labelling index of PDGFR (A) and p-PDGFR (B).
Immunchistochemical stain for p-PDGFR in bleomycin-induced fibrotic lung tissue at Day 3. A : control,
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7, labelling index ¥ 14 HEEIZ1, HBLA2HTHhiC
WA L7 (Fig 5A), —%H, Y E{LL7: EGFR (p-
EGFR) OFRIE, T4 v o485 3R0%cay
b (Fig 6A) LML THEREML, et
Nk D b 2 HE D iE R E A T B R
EFEZ o AL L IERHEF D & 47: (Fig 6B).
gefitinib 1%, ZHEBIICHIEIL: (Fig 6C). U &
1t EGFR S H 2R AGIz A3 2 iz H- 7293,
day T BWTH 7 VvA = A & FIC L gefitinib
BEECY FE{eEmHI L7 (Fig 5B).
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LT AGI2T8 iE, WFNDEFEI BT L PDGFR §
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14 HETIX AG278 iz & A FELIMNGINRS & h iz
(Fig. 7B) (Fig. 8),
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b Lz e wIHE b ahTna, SEOK
BTiE, EGFR-TKIR X 2 &0 EREED s
rofs, VT =V 7RO & o TR
THEE PRSI RIET 2 b0 TR LI £ LIEERY
2% EGFR O F I IR @ Z Eama i
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G E D 5 OEBEOMENEES N SRR L E
Aoitsd, Thi b L3, B IEE R
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GEl, v AOIHEHET 7% v, BEhe & 2848 ks L U8, ZoibicerTs, A br
Ak BRFMOER, ES5ICHCVO S v AV 22y 7 [HCV-Tg (+)] ORIZTEHEEZI D0
TR L7z, 15 Gy ORI X 2 BOIIOELIE 128 E T, F8HEAICIE Balb/C 28
BS7BL/6 & D S TH D Z LHVRENTz, S5 HCV-Teg (+) =7 AZHwi#itic Ly, B
e k ZAfERHEENE HCV-Te (4) 28T, BHIIC, »oBEE U 2 Lara i, T4bb,
MR BV Y AETVTRUTELFER L, BHEOIHELIZEWTY HCV #5115
LIEMRENT:, E5IEDORMELERETARTELTYA Mo A v O Tid, SHEFALIE
MALfER BT 5 IL-4 DRISSTRIE S fufz,

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 mode! of lung fibrosis. Here, we studied the process of lung fibrosis in response
to irradiation in two strains of mice (Balb/C and C57BL/6) firstly. Secondly, we investigated if the
HCYV 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 C57BL/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 BS7TBL6 and HCYV is one

of important and promoting factors in the process of these pulmonary fibrosis.
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Investigation of a murine pulmonary granuloma model
without anchoring antigens

Tetsu Nishiwaki', Hiroyuki Yoneyama', Yoshinobu Eishi?, Kouji Matsushima'

1 Depariment of Molecular Preventive Medicine, Graduate School of Medicine, The University of Tokyn, Tokyo, Japan
2 Department of Human Pathology, Faculry of Medicine, Tokyo Medical and Dental University, Tokyo, Japun

Although granulomatous lung disease can induce fibrosis and gas exchange disturbance, the
etiological factors remain still obscure. Therefore, a vigorous investigation aiming at therapy of lung
fibrosis is strongly desired.

We have studied the mechanisms of Thl type pulmonary granuloma formation in a murine model of
repeated P acnes immunization. We demonstrated that: 1) P, acnes exists in normal murine lung, 2)
Immunoresponces against P acnes is already established in pulmonary regional lymph nodes even in
steady state, 3) Circulating P. acnes-sensitized lymphocytes expanding at extrapulmonary site can induce
pulmonary granulomas.

This newly animal model differs from previously reported ones at the point of forming pulmonary
lesions without anchoring antigens in the lung, and is expected to be a clue for resolving interstitial lung

disease of unknown origin.
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Serum IL-12 and IL-18 Level in Sarcoidosis Patients
and Their Relationship to Disease Activity

Katsunori Sugisaki, Tomiyasu Tsuda

Division of Pulmonary Disease, Depariment of Immunology and Allergy, Oita Medical University

We examined the serum concentration of IL-12p40 and IL-18 in 40 sarcoidosis patients and 20
normal subjects. The results showed that those Thl cytokines increased significantly in sarcoidosis
patients, and serum concentration of IL-12p40 and IL-18 were related each other positively, and to
serum ACE level. Those results suggest that sarcoidosis patients have Thl hyper-reactivity not only in
local lesions, also in systemic peripheral blood., Serum Thi cytokine level is useful indicator for

systemic disease activity.
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Figure1 Serum IL-12p40 and IL-18 concenration in sarcoidosis
patients
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Figure2 The correlation between Serum ACE and IL-12p40
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