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SUMMARY

= % Isofated Jung cells constitute & valiabls system for studying mechanisms involved in chemically induced toxicity i thelung. Ditferant

-lung cellslsafated from various species may be studied. Bronchiolar Claraand alveolar type 2 cells preduce impertant tung-specific protsins,

“hald a major role inthe metabalism of xenobiotics and serve as progenitor celis for other lung celltypes. They are possible target celis in
lung carcinaganesis. Alveolar macrophages play animportant role-inlung defence and In inflammatory responses. In the present study we

*~have characterised chemically induced DNA damage, apoptosis, changes in cell cycle prograssion, transformation and alterations in gene

- - expression in these specific lung cells-isolated from rat, rabbit-and human. Major differences betveen the cell iypes and the various Spacies

--in the induction-of DNA‘damage by chemicals were found. as measured by the 32p. -nostlabeliing and alkaling filter-elution techniques.

+ Benzo(a)pyrene and hydrogen ftuoride were found toinduce apaplosis in the fsolated cel's as measured by microscopical analysis and-flow
eytometry.-The function: of varigus important tissue- or celi type specific proteins (CYP 2B1, Clara cell protein) and/or gellufar signat .
transduction. pathways constitute important targets that may be affected by exposure fo toxic compounds. Using immunological and

- molecular techniques the differential expression of specific proteins/RNAs and their activity can be studled Amang other proteins. ¢/ebp
Js-involved inthe regulation of transcription at the end of signaé pathways. The proteinis diffarantially expressed in rat fung cells and thus
could be suitable for studying differantial toxic effects in various lung cells. In‘humans, bronchoalvealar lavage (BAL) fluigt fram hitman
volunteers can be readily. obtained and examined after-exposure to different chemical compounds, An-increase.in the percentage of
GD3-positive selis-(T-lymphocytes)was found after axposure to hydrogen fluoride. The number of certain cedl types and cytokines may be
used to astimate the degree of inflammatory reaction. In conclusion, the use of /n vitre data including the use of specific, primary human

= lung- cell types may cantribute considerably to the guality of risk assessment, together with /o vive data from animals and man. :
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