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[ Abstract] Objective To observe the effect of tyrosine kinase depressor imatinib mesylate on
pulmonary fibrosis (PF) induced by bleomycin in mice and explore its mechanism. Methods One hundred
and twenty C57BL/6 mice were randomly divided into control group, model group, dexamethasone group and
imatinib mesylate group (with 30 mice each). After the model of PF was reproduced by a single intratracheal
instillation of bleomycin, the above — mentioned drugs were given respectively. On 7, 14 and 21 days after
treatment, 10 mice of each group were sacrificed, their lungs were harvested for measurement of the lung
index, pathological change, concentration of hydroxyproline (HYP) and expression of platelet —derived
growth factor - BB (PDGF - BB) in lung tissues. Results
higher than those of control group at different time points after intracheal bleomycin (all P <C0.05).
Alveolitis grades and PF degrees were elevated markedly (all P<C0.01). The concentrations of HYP in lung
tissues were continuously increasing with the elapse of time after bleomycin (all P<C0.05). The contents of
PDGF - BB were obviously higher than those of control group (all P<(0.05), and they gradually reduced
with time. In imatinib mesylate and dexamethasone groups alveolitis grades and PF induced by bleomycin
were obviously alleviated. The concentration of HYP and expression of PDGF - BB in lung tissues decreased
in imatinib mesylate and dexamethasone groups compared with those in model group (P<C0. 05 or P<{0. 01).
The effects of imatinib mesylate on above indexes were better than those of dexamethasone but without
significant differences (all P>>0.05). Conclusion
of PF induced by bleomycin in mice.
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Table 1 Change of weight and lung indexes of mice in four groups(x=+s)

s HH NN E) it R P (mg/g)
(R RE7d R 14d ARigetd RIE7d RJ514d RE21d
Xt A 30 17.204+1.58  17.10+0.74 17.7040. 95 7.424+1.02 7.3541.38 7.16+0. 89
BEA 30  16.4040.84  15.4041.35*  12.90+1.60* 13.39+4. 28 15.5242.57* 18.7142. 86*
HWEKMMA 30 16.00+1.41  15.60+0.97*  15.70+£1.16*4  10.50+2.94*4 11.21+1. 98*4 10.83+£1.94*4
MLk 30  16.50%1.14  16.40%1.264  17.10+1.9540 9.6141.47%4 9.9241.27*4 10.60+2.51*4

W50 RA B P<<0.05; SEBH . AP<T0. 05; 530 K H 4 H 8 .U P<<0. 05
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Table 2 Comparison of alveolitis grades and pulmonary fibrosis degrees of mice in four groups(x+s)

s S W o A 43 R PF B (%)
929 RiE7d Rig14d RET7d Rig144d RiE 214
pod i P 30 0. 00+0. 00 0. 0040. 00 15. 42+ 3. 65 16.31+ 5.02 17.06+4. 18
By 30 2.504£0. 71%* 2.2040.79* * 53. 85+ 7.48** 66. 69415, 68* * 70.18+2.76 **
MR 30 1.7040. 82* * 248 1.30+0.95**A2  39,07+10.31**28 45,85+ 4. 38**AL 48,9749, 67* ¥AL
D4 30 1.5040, 71* * 44 1.1040. 74* *AA 40,954 4.63* *2L 46,224 2.58**LA  48,0147.21**24

. 50 A e P<<0. 01; SRR H B . 22 P<C0. 01
*®3 H£ANMEMEALK HYP # PDGF -BB 2 RH T GLo)
Table 3 Change of HYP and PDGF — BB contents in lung tissues of mice in four groups(x+s)

ay TP 'HYP(mg/g) PDGF - BB(pg/g)
& 029} RE 74 ARE 144d R 21d RIE7d ARJg 144 ARJg21d
* R4 30 1. 6210. 02 1.6440.01 1. 68-0.07 284. 78 65. 24 263. 471+66. 70 266.13+67. 45
BEA 30 2.6440,06% 3.3040.03* 3.8840.04% 502.97+£80.14% *  485.30+44.93** 337,88+ 30. 10* *
WEXNBE 30 1.8240.1784 2.2440.18%24 2.5840.00%A8 43711449, 65%*2  433.08+57.59* *2& 288,06+ 21. 104
wH A 30 1.88+10.1204 2.484+0.05* 848 2.6240.08%24 404,814 58.45% *2  416.59146.96* *2 285,131 67. 458

¥ 5% A g * P<0. 05, * * P<C0. 01 ; 548 R 4 Hu 8t . 2 P<<0. 05,22 P<C0. 01
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0.01), HibZEKIAA MM DA Z H g ERFHL
BEH P 59>0.05),
2.5 44 PDGF -BB & & (5% 3) . Xt 4 & B [6]
Mt 448 PDGF - BB & 8 X H B Ak ; B B 4 & At
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X BE AR 325 53 B B0 LR 4 4 40 a3 3, T ELRT 8 1
I,V BRI R A B3, AT BE A AL B %
K- 39 AT B JE mRNA %3k ;PDGF Fge#afb
0L 40 D L R 7 4 440 g % O B 4 3 T 0 B R E R
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BEXERZBMTARARMEEMRIBTRFICUBEPERB KBS RESE BEEKT U RRARERNLRE
TTHE., RBRBT EBEENFIPE. WA TH 19941 A1 H—2004 4 12 A 31 HRKAFRBRETFFL0HICU £
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B2 FABALRFEEETH(HE, x100)
Figure 2 Pathological change of lower intestine tissues in each group (HE, x 100)
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A: #EA, B: BAHA; C. KFITH, D: HEXRRNY
Bl SAKRE7dHARKREEWL(NE, x100)
Figure 1 Pathological change of lung tissues on 7 days after operation in each group (HE, x 100)

A: ¥EMH, B. WHA, C. KFITH; D: HEXRRY
B2 BARS14dMALKREFREU(HE, x100)
Figure 2 Pathological change of lung tissues on 14 days after operation in each group (HE, x 100)
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Figure 3 Pathological change of lung tissues on 21 days after operation in each group (Masson, x 200)
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