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The broad goal of this work is to determine the overall chemicals
responsiblefor the mutagenic/tumurigenic activity of cigarette emke
condensate. Following the meeting at GR&M Southmpton with the CoqWy's
biologicalconsultants,Dr. P. J. C. Hoe, Professor B. A. Bridges and
SAT scientists on 26 April, Ue following guidelines are recomended for
the fractionation/=tagenicityproject.

(1)The Grinmr and Klimisch scheml,of fractionation should be used,,this
involves partition between solvent systems and thus minimises chemical
modificationof the condensateduring fractionation. In addition,,
the results can be compared with the mousl%skin painting carcinogen-
icitydata avauable for this fractionationprocedure..

(2)The mutagenicity test system should be a bacterial point outation
assay using the appropriatestrains of S. tyoiinuritmand if time
permitsE. coil. It is exr--ctedthat tlr;.resultswill generally
irkjicatetil*rathe biological activity may b-o found following
fractionation. flowever,it should be reii-cmt-@rredthat Professor Bridges
did point out that cortmundsthat chowed strong mutagenicity.werenot
necessarily that mst potent carcinogens.
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(3)Fractionation should be carried out on 3 tyr.--sof swke condensate
whictih-3v--different mutagenic activities by the Ames tp-stusing S.
typhimiritm'strainTA 98.

(4)Accordingly,it in suggested tiiatthe followirigplain cigarettes
manufactured by BAT,r--*-rmanyare investigated. 1. Gatiloises(Flue),
II. Fenas (Oriental)and Ill.tbrthState (Virginia).

(5)Corpletionof the programm, up to and inclwing idciitificationof
co=unds responsible for t:t),--bulk of mutagcnic activity, is likely
to involve a substantial amount of work,*wi:r--of which would liaveto
be carried out by Grd= Southampton#,and may t3ke up to 5 years to
com,pletc.

(6)The following should be instigatedby ITL fiontreai:

I I"otiate with BAT Germny for the production of cigarettes
11 Condensate fractionation
III Perform Ames nutagenicityassays on the fractions.

At the end of this phase of the work, a furtherreeting will be held
to determine the next stages which are envisaged as subfractionation
and chemical analyses with involvementof soml,of the facilities at GR&M
Southampton.
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