Discucsicns on Canacdian Biologice) “rograrme
nel¢ 2t [-mnerizl Tobacco Ltg., Jul. 4, 1982

rresent: [r. P.J. Dunn )
Mr. P.S. Wade )
Dr. M.H. Eilimoria ) L.T.L.
Dr. T.A. Smith )
Dr. R.E. Thornton, B.A.T.

—

On aczount of the success of the collaborative programme at McGill it
was recommended that the research activity wi:t McGill continue alona
witn specific projects wnich complemsnt the [-Z biolooical progsramme,
The present prograrre snould consist of the fcilowing main areas of

researcn.

2} the ampient smoke programme, aiready unza~wav, and the
subject of coilaberation with Dr. Ecobiznon of McGill
University. This s funded by C.7.M.C.

t) a programme ¢f wors aimed primarily at :sentifying compounds
in smoke responsibie for mutagenic activity but also intended
to sucply some information on tne ranae cf activity in
different products/different weys of sma<ings This to be an
[.T.L. studv.

¢} the cdeveiopment 0° 2 micronucleus test, 0 be used in
conjunziion with lung tissue. 7o be furzed by C.T.M.C., &.

alrezdv subrizted ard acreed.

¢! any necessary wore tc ccmalete the ARH :tudies in pregnant

anirals,

In ceveloping tne nzs a-23s of work (&) and (7 it was aareed that the
mutagenicity studies should take first priority-in terms of effort
aliocation.

/2....
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1t was 2:z-eel at the 1981 PResearch Conference that there was a need for
increadses understanding of the effect of product changes on biological
activity, and of the related chemical composition/biological activity

interfaza,

Aithous these areas have been studied extensively over the vears,
lTimited progress has bgen made. However, the utility of the Ames.

test in producing a rapid assessment of mutagenic activity makes this

the mosti promising approach towards meeting the objectives }isted above. .

Scecifizaiiv tobacco smoke condensates would be subjected to limitec
fracticration procedures and the biological activity of each fracticn,

eno of the wnoie smoke determined by the Ames test. The smon2 condensates
wiuld -t c-eraved as follows:

:  ‘ro- different tobacce types

:  frem different smoking regimes

' f-c~ sidestream smoke.

2 2anc sossitly from different products {desiar para—sz:z-s ¢rangsz)

B- 2anaiyst

w

¢’ the matrix of results it should be possible tc cszerrine
wrzther I- not there are any consistent activity/fraction patte-ns.
Sudsecuentlv an attemot would be made to characterize bioloaically
active fractions. Hcwever, this work would, of necessity, have to bs
cz-riez 2Jt at Southampton' since the necessary analytical technicues are

oniy avzilatle there.

rizs irz7ie

2 commitment from GR & DC towards this project, a‘:i-ouen

tne ang’.iica’ work would probabiv not cummence until mid 1883: procatly
t-z HPLT evdpe-tise available within the biological sciences-graup-wouid
be used <2 separate components of active fractions, with a vies t2
aniivsie - g-cropriate analytical procedures such as FTIR, S e:z.

Suzn 8 sisdr wiuld compliment the deproteinization programme- cracdses
withip %-¢ g-ouc which would be carried out by GR & DC.
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8. Although success in igentifyina active components cannot be quaranteed
by this aprroach, it is felt that the chances are considerably areater
than for the fracticnation procedures of the 1960/70's {skin painting
techniques and inferior analytical chemistry). The duration of skin
painting (1-2 years) prevented effective response to "blind alleys". !

9. It would be desirabie té contact the group’s mutagenicity consultant,
Pro?. B.A. Bridges, for any information on the fractionation of motor
car exhaust condensete, an area in which he is known to be active, and
which may be relevant, in that nitrogen containing compounds of hiah
activity are reputecly cresent in such condensates. The project alsc
imolies cicse collaporztion between Montreal and Southampton and on-
site discussions betwzen the varticipating scientists will be required.

In any event Dr. Biiircria would carry out 2 literature review before
starting word, sinc2 there a~e some published studies in this aree.

1C. The fact tnat sideszrz2T smove appears to have similar activity to
meinstream smoke (but z very different chemical composition) is alone
sufficient to merit fu~ther work on sidestream smoke, which will also
be studied at Southamzton-2ltnough fractionation procedures are not
envisaged.

11. The possibility of re~>ving mutagenic compounds will depend on their
identity: For exemdie, it is not easy to control or remove the
aromatic polycyclic hvdrocarbons in smoke. 1€, however, mutagenic
activity were associazed with N~ containing comoounds the chances of
removal/controi are so—ewhat creater.

July 18, 198Z.
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