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I . On account of the success of the collaboratiss prooramnnle at t:cGill it 

WCS recomended that the +esearch activity wi:? Fictill continue alona 

k.itn s3eciiic pro jects W?ich comolemen: t9e tz: biological or0pramn.e. 

The present progra.%e should consist of the i;:lowing main areas of 

refiarcn. 

cj the amoient smoke proqramne. direa@ unca'cwa;d, and the 

subject of c?ilabcration with Cr. Ecob:t-.on cf tIcGil 

Univet-si:?. This is funded by C.T.f!.C. 

l-j a prograxe :i work aimed primarily at rGentifying 'compounds 

in smoke resoonsibie for mutagenic activity but also intended 

to suooly some information on tne ranae cf activity in 

different products:different ways of smocinw This to be an 

I.T.L. stud>*. 

C:I the devnion,mont o' a micronucleus test. :o be used in - - 

conjl;n:!' on k:th Y,:no tissue. To be fu-cod by C.T.Y.C., a. 

alro:cv subri:ted and aoreed. -- . 

d) any necessary i;or~ KO ccmolete the Aii% z:>dies in pregnant 

anicals. 

1. In cevelooinc in? n?n a-e:j of work (P) and !c it was aoreed that tne 

mutagenicity studies shc*Jld take first priori:?-in term of effort 

aliocation. 
I 
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3. ;t kl?S *F-E?_' at the lgR1 Research Conference that there *as a need for 

increase: understanding of the effect of product chanqes on biolooical 

activi:::, anC Of the related chemical comDosition/bioloqical activity 

inferface. 

L;;hou;- these areas have been studied extensively over the years, 

limitea progress has been made. . However, the utility of the Ames. 

test in produ:ing a rapid assessment of mutaaenic activity makes this 

the most promising approach towards meeting the objectives listed above. 

4. ,:- < ocjfzca;iv tobacco smoke condensates would be subjected to linitec 

fracticnjtion Dtocedures and the bioloqical activity of each frzcticn, 

ano of tne wnoie smoke detenined by the Ames test. The smoke condensates 

k.:J:d ,s z-e:.ared as follows: 

3 fro- different tobaccc tyoes 

c frcm different smoking regimes 
-' - i-z- sidestream smoke. 
c - trlz ~ssftly from different products (desinn para-e-e-: cr.ancei: 

c -. E> anaY:s'r cf the matrix of results it should be possible tc cererine 

*rether :- n;t :here are any consistent activity/fraction patto-ns. 

Suesecue?tly 'an attest would be made to characterize biolooicallv 

active fra.::ioTj'. Hswever, this work would, of necessity, have io be 

csvie: ,J: at Southamoton'since the necessary analytica: teccnicues are 

on:> e.;i':abie there. 

6. iris jr:’ jot -- a commitment from GR L DC towards this project, a::-oup:, 

:r:s an;'.. ;f :a: work would probabrv not commence until mid IDE:: Dr0:atl-v 

t-e WPL': eroe-f' se available within the biological scienvrp(ip-wouid 

be used t? seoarate ComDonents of active fractions, wi :h a yip- tc 

anslyst: -:. a rtropriate analytical procedures such as FTIR, :'t =-- _ --s. 

7. SU,? a cl::. ksuld ca~~liment the deproteini zation nrogramne-prcoosec 

wi:?in t-e g-ouo which would be carried out by GR S DC: 

‘i 
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8. 

9. 

lc.. 

11. 

Although success in iocn:ifyino active components cannot be auaranteed 

by this aFcrOaCh, it is felt :nat the chances are considerably nreater 

than for the fracticnation procedures of the 1960/70's (skin paintin 

techniques and inferior analytical chemistry). The duration of skin 

paintin (l-2 years) prevented effective response to "blind alleys". 

It would be desirabie ti contact the grouo‘s mutagenicity consultant, 

PVf. B.A. Bridges, for any fnfomation on the fractionation of motor 

CB' exhaust condc?sate, an area in which he is known to be active, and 

which may be relevant, in that nitrogen containing compounds of hiph 

activity are reputedly rreser,: in such condensates. The project also 

irrslies ciose co:laooretion between Montreal and Southampton and on- 

site discussions beL.L;eer the oarticipatina scientists will be required. 

In any event Dr. Biiixria would carry out a literature review before 

srartin9 wcrl., since tlere ape some oublished studies in this area. 

The fact treat sideszrea- smo;s apoear; to have similar activity to 

mainstream smoke (but a very G'fferent chemical composition) is alone 

sufficient to merit further work on sidestream smoke, which will also 

be studied at.Southam_tcn.alin~uph fractionation procedures are not 

envisaped. 

The possibility oi re-?:in9 mutagenic compounds will depend on their 

identity: For exam1 e , it is not easy to control or remove the 

aromatic polycyclic h:dtocarWns in smoke. If, however, mutaaenic 

activity were associate* witr: t(- containing comoounds the chances of 

removal/controi are sz-edhat treater. 

July lE, 19(x. 
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