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[ Abstract ] Background and objective Pulmonary fibrosis is a common pathological phenomenon in lung cancer
patients after chemotherapy or radiotherapy. It is also a key hindrance to the transport of drugs to lung tissue. Peptide trans-
porters have become a target of the rational design of peptides and peptide drugs. The aim of this study is to investigates the
expression of peptide transporter 2 (PEPT2) mRNA in the lungs of rats with bleomycin (BLM)-induced pulmonary fibrosis.
Methods Fifty healthy adult Sprague-Dawley rats were randomly divided into five groups. One group was untreated (control),
the second group was injected with normal saline solution (NS), and the three remaining groups were treated with a single dose
of bleomycin to induce pulmonary fibrosis (BLM). Rats from the NS group were killed by exsanguination on day 14. Rats from
the BLM group were killed by exsanguination on days 7, 14, and 28. The lung samples were observed under light microscopy
and the hydroxyproline concentration was determined. The expression levels of PEPT2 mRNA were measured by RT-PCR.
Results The morphological study showed that collagenous fiber proliferated in the lungs of rats injected with BLM, indicating
pulmonary fibrosis. This proliferation was apparent at 14 d post-injection and especially at 28 d post-injection. Hydroxyproline
levels increased seven days post-injection compared with the control group and NS group, but there was no significant statisti-
cal difference (P>0.0S). Hydroxyproline levels significantly increased (P<0.05) 14 d and 28 d post-infection. The change in
the lung tissue pathology coincided with the change in hydroxyproline levels. There were no significant changes of pulmonary

PEPT2 mRNA expression levels among the different groups (P>0.05). Conclusion PEPT?2 is a potential peptide drug target
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in the treatment of pulmonary fibrosis, although there were no significant changes of PEPT2 mRNA expression in the lungs of

rats with bleomycin-induced pulmonary fibrosis.
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Fig 1 Histopathologic changes of lung tissue in each group (HE, X80). A: control group; B: normal saline solution (NS) group; C: bleomycin (BLM) 7 d
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Fig 2 GS staining of lung tissue of NS (A), BLM 14 d (B) and 28 d (C) groups (X 80)
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Fig 3 Content of hydroxyproline (HYP) of lung tissue in each group. Vs control group: “P=0.240; “P=0.132; 'P<0.001; *P<0.001.

3 iFig PARERL, TR R EE I BUAE R L SUW R s i B

E TR AR R R A R G T PEPT2 T

PEPT2J& T H KM M 5 iK% i HAA K5 (family of  Fim (i IRE25 M MB-MMENEHTAER . R T 2dR . B R

proton-dependent oligopeptide transporter, POT ) , T 7Efli | Wk, R, 2P PEPT2 mRNAR R L= 5254
BEIE. KWL PRRIFLIRAEAA R, (EMAE, PEPT2  HEssORS DI,

mRNAF LTS F AN, sy b 4 A il AT h M I 25 BRI EEEYT TR

RN R A FIR N PEPTOIR M4 THRAE LS —, HH W o DRASHEm R, RSB,

HERERERERERE
www.lungca.org



AP i g 2 5 20134E 10 H 551645510 Chin J Lung Cancer, October 2013, Vol.16, No.10 © 545 .

A Marker 1 2

501 bp
404 bp
331 bp

242bp

@

1.6 1.406,1£0.032

1.415,5%0.039
1.2

1.0
0.8
0.6
0.4
0.2

Ratio of Light Density of
PEPT2/GAPDH

Control NS

1.378,3£0.067

BLM7d

4 5

PEPT2 (327 bp)
GAPDH (252 bp)

1.427,4£0.133 1.398,5+0.019

BLEM 14d BLM 28 d

4 ZHKXRMELHPEPT2 mRNAFIGAPDH mRNABIZ /L, A @ RAKXRAMEALRFPEPT2 mRNAFIGAPDH mRNARYSERR Ik E, 1: XfHEH ; 2!
NCZH;3:BLM7d#H;4:BLM 14 d4H ; 5: BLM 28 d4H ; B : KB R RFAKXRMALHPEPT2 mRNAFIGAPDH mRNAXZEILEXL KT FER

(P=0.696) .

Fig 4 The change of PEPT2 mRNA and GAPDH mRNA of lung tissue in each group. A: Agarose gel electrophoresis of PEPT2 mRNA and GAPDH mRNA
of lung tissue in each group.1: control group; 2: NS group; 3: BLM 7 d group; 4: BLM 14 d group; 5: BLM 28 d group; B: Compared the ratio of light
density of PEPT2 and GAPDH mRNA which were products of RT-PCR each group in the lung tissue of rat. Vs betweem groups: P=0.696.
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