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Anti4CAM targeted liposomes loaded with imatinib and liquid fluorocarbon treat

ALI/ARDS mouse model induced by LPS
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Abstract  Objective To determine the therapeutic effect of intercellular cell adhesion moleculed
(ICAMH) targeted liposomes loaded with imatinib ( IM) and liquid fluorocarbon ( LF) on the treatment of
lipopolysaccharides ( LPS) -induced mouse model of acute lung injury/acute respiratory distress syndrome
( ALI/ARDS) . Methods The antidCAM- liposomes were prepared by rotary evaporation to load IM and

LF and the particle size was detected by Malvin particle size analyzer. Transmission electron microscopy was
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used to observe the loading of drugs in the liposomes while under light microscopy for the shape of the
prepared liposomes. Phase transformation was observed at constant temperature heating plate at 37.5 °C  and
release rate of the drugs from the liposomes was observed in wvitro. A total of 30 6 ~ 8-week-old C57BL/6
mice were randomly divided into control group LPS model group and targeting ICAM- liposomes treatment
eroup (n=10) . In 1 d after the end of treatment HE staining and immunofluorescence assay were employed
to observe the morphology and distribution of ICAM- in the lung paraffin sections respectively. The mRNA
levels of IL-6 IL-8 IL-0 and TNF-w in the lung tissue were detected by qRT-PCR. Pathological changes
wet-to-dry ( W/D) lung weight ratio and alveolar fluid clearance ( AFC) were compared in the different
groups. ICAMH targeted liposomes and non-targeted liposomes were injected into ALI/ARDS mice by tail
vein. All organs were collected for frozen sections and the distributions of the liposomes in various organs
were observed under confocal laser microscope. Results ICAMH targeted liposomes loaded with IM and LF
were successfully prepared with a particle size of 320. 8 + 58. 7 nm. Transmission electron microscopy
displayed the drugs were successfully encapsulated inside them while light microscopy showed the liposomes
were uniform in size and gradually formed into microbubbles at 37.5 “C. The release of liposomes reached
peak at 12 h and the release curve of drugs was plotted. Compared with the control group the mice of the
LPS group presented typical pathological features of ALI/ARDS and obvious lung injury and had increased
pathological score ( P <0.01) elevated IL-8 IL-6 and TNF-o levels ( P <0.01) while reduced ILH0 level
(P <0.05) and increased W/D ratio ( P <0.01) and decreased AFC ( P <0.01). ICAMH targeted
liposomes treatment obviously attenuated the lung injury decreased pathological score ( P <0.05) and IL-8
IL-6 and TNF-o levels ( P <0.05) but increased ILH0 level ( P <0.05) reduced the W/D ratio of the
lung ( P <0.05) and improved AFC ( P <0.05) . Conclusion TCAMH targeted liposomes loaded with TM
and LF have obvious therapeutic effect on LPS-induced ALI/ARDS mice.
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