RB/PSD/4LD 9th Octotar, 1974

Re.8. ¥Wade, rsq..,

Imperial Tobacco Protucts Limites,
P.0., Pax ~500,

Mantreal,

werec, 13 3.,

Cf\!?.-\f),';-

Daat “n',

Thank yam for yonr S racent lettors, I a= a~srry tha-
I have not repliet soonar anl hope that this has n»a% canen?
any delays.

liy main con~ern is that thn vnrk proqra-me suggeste!,
althourth nacassarily hzief, in ton duraitly haaa) an' thas nat
all of the projects suumate’ crmlil ha backlel s'nmysate)y,
even sutwerficially, in ene vear,

At this stauae, dixect linka with the Southampton prog:arme

would not he possible until ITFL personnel had scma tackyroun!
in techniques, atc., hut this prospoct should also Lim horna in
rnind as a future ohjective.

I have na’e scve commants bhelow anvl Jo appreociate that,
not having beon involved in the detallel diacussion, I nmay not
have the complete picture.

Concerning the exposure syatem to Lse usel, I agree that
it would be preferable if a common machine could be usel in
Hontreal and Scuthampton. This ie particularly important it
studies arxe to be transferred to Southampton for further
elabozration, and also becauss we axe no~ in & poeition to
estimate IPM ‘dose’ xeceived by varicus regions of the
respiratory systoz of a range of speciaes unier well-define)
exposure conditicns. Hecause of the lack of availabilicy
of machines from commercial suppliers, we have developed a
versatile B-A.T. systsm, which has already kecen use! success-
fully for work with guinea pig;. rats, hamsters and mice.

Ye have a Dontenwill machine the laboratory, which is not
sufficiently versatile or precise for our work. Until after
other machinees, such as the Oak Ridge system, have beon
examined in detail, we will stick with the U-A.T. machine.
Orawings for the construction of the E-A.T. unit can be made
available. Owing to pressure of work here, we coull not
undertake to constiuct another machine before suwner of naxt
year., Preliminary work would have to go ahead on Jim ltoyg's
machine.
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As mentioned before, the work detalled in the project
proposals is broadly based, and I do not think it would be
possible to attempt, within the 1lst year, all the projects
suggested, unless they were done in a very cursory manner,
bearing in mind the number of people who will be actually
doing preparation of samples and analyses. For example, which- -
ever single project is considered, it would be nocessary to
carry out a number of experiments, probably spreal over several
months, to establish exposure conditions necessary to in:duce
the change of interest, optimum sampling time, reproducibility
of response, etc., etc. It is certainly not passible to "agrees”
A briorl, for example, that exposure to 5 rather than 10-20
cigarettes will be "sufficient”. 17This implies some knowledge
of the response of the particulaxr biochemical system being
investigated, which at present is just not available. Same
work could usefully be done on any project to decide if there
is a particularly responsive species of animal for that stuly.
Similarly, the number of animals to Le used for camparative
studies cannot be pre-set until some indication of variability
of response to a stimulus has been assessed. Six animals per
dose level, for instance, is almost certain to he inadequate
for quantitative work,

I would still prefer the approach to this type of work to
be based upon potential relevance of the study to the human
situation. The connection may at times be tenuocus, kut the
relevance of the study shoul:l e considered hefore work beqgins.
It would certainly have to be when projects reachad the stage
of being written for publication. The classical toxicology
search for any indicator of response may not be the right
approach in this case.

For these reasons, I would tend to fight shy of the wide-
spread, multi-project approach suggested., From the outlines
given, I think at this astage there may be a lack of appreciation
of the practical problems associated with doing smoke toxicity
work. This, hopefully, is where th- SOuthanpton group could be
of help.

The lung biochemistry work carried out so far in Southarpton
has been concerned with lysosomal enzymes, lung collagon and
elastin content. I would like to see some work in this general
area, since this seems to be an area where biochemistry, physiol-
ogy and histopathology studies could be readily linked. You
alreacty know of previocus work started here on mucopolysaccharide
synthesis. Project 3 of your list would, I think, be a valuable
complementary study to our own projected programme. I agres
that this project would be difficult, but I do not think the
othars suggested will necessarily be esasier.

In June, the work on menbrane characteristics carried out
at ITPL seamed to be ripe for development to in vivo studies,
perhaps in relation to changes in lysosome characteristics
in response to smoke exposure. This seems to have been lost
along the way since then. 0oes this mean that the project has
been discussed and discnxdod for the present?.

I hope that tho comments are useful., Wwithin rxeason, I
think that, at this stage, any training in lung biochemistry
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methods, experiment design, amoke inhalation metholology,
within-species variation, sensitivity of enzymes, etc., will
ba useful. This work could be getting unler way within the

© suggested framework until we could more formally standardise

sxposure techniques and inter-link projects sometime next year,

I apologise again for the deslay. Things axe fairly hectic
at the moment.

Yours sincerely,

l

RICHARD BINNS

- ece: R.M. Gibb, Eaq.

N.0,0. or RMG copy

- ee: Dr., D.G. Felton
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