#&= C-19
HEIREMAEMRARBEE

TRk 224 6 7 16 HEIE

HRiER . EFHE B)

HHZEHEAR : 2008~2009

REES 20791210

HRRES (F0X) EGFREFHIIC &L S E MM X DRETEA & MMHAEDFRRE

HCEEREL (#EX) Investigation to determine the cause of interstitial pneumonia by
the EGFR inhibitors, and the development of that suppression method
MELRE
FE HBEF (ISHIGURO YUKARI)
BEMIIKE - EEMERE - $$5E8%
MEEES : 00423830

RO (Fi30) : ERRE IR (BEGR) IZMEE Ikt U CHEBER 1 & L TEi< 72, 0%
K (BGFR) DR EAN T ENERES (x5t B 2 RA0 722 0 TAERIEHEER L L CTHEB SN TV D, L
L. EEZREWER TH DRI EMM R K D THIBHEIE L T D72, JRIKORIANA
BlilpoTnDd, 2T, ZOFFETIX EGFR FLEANC X 2 MR MEMi% O JRIRfER & 2 o4 5
HEER e U7-, FESHENE MR TdH 5 HSC-3 & EGFR F 1 3 - —BRHEA] (AG1478) % L <
L EGFR HURTFAE F CREE T 5 & IL-6 OFRBINEIMNT 5 Z L2V L7z, EGFR FHZE A CULEE
LISl E A2y T o ar AT 0 AL L TR MiBESEIRHESEMIIE A2 552 L,
RNA Z#fH LT real-time quantitative RT-PCR {&E CTHME(LD~— I —THDHaT7—7 L DR
BB % Mat U7z, EGFR BLERIMLEL 4 L 72 HSC-3 ORs# Bk TR L - cliia 7 —4
VORBLENAREIZHEML TW e, b OFER G, EGFR BHEHS CROLBE S /- BEEHIIE 5
FEAE S D 1L-6 DSERHESE A ORRHEL 27538 L T\ D ATREMEDS RIB X 4L, BGFR PREANC X 2
BEREERO—R L2 > TWADTIIRWNEEZ BT,

WFZe R RO EE (3530) @ Acute interstitial pneumonia is one of serious side effects of
epidermal growth factor receptor (EGFR) inhibitor, although that cause is still unknown.
Here we report that cancer cells treated with EGFR inhibitors induce fibrosis of normal
lung cell. Human tangue squamous cell carcinoma (HSC-3) was cultured with EGFR-tyrosine
kinase inhibitor (AG1478) or EGFR antibody. IL—6 expression level was elevated by EGFR
inhibitors in HSC-3. Those supernatants were used as the conditioned medium. Then, OUS—11,
normal human lung fibroblast-like cell line, was cultured with the conditioned medium.
We investigated the expression of collagen, which was the marker for fibrosis, to confirm
whether fibrosis was induced or not in OUS—11. That result showed that the expression
level of collagen in OUS—11 treated with conditioned medium was higher than control cells.
These data suggested that acute interstitial pneumonia was induced IL-6 from cancer cells
treated with EGFR inhibitors.
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