
9th Octol:ivr,197.1

R.S. Wade, raq,,
D"rial Tobacco ProAucto Limiteei,
P.O. FOX

31,.

t havot not repltwt sommr qn-Ihrvre thitt thte h.,%mn,)It
otny 'IIIAYN.

Ilymain c*ovt-vrnIn th^t t)io,v-nrk proetta-"e muq,jesto.!,
althourih not-agenrily fitLop@, in t-o-) Ity
all at t@to r#,:ojo-..tsou,To-oitol
even out-,orfir-,A'ally. In nnfe yo^v.

4%t tllim Rtau0t, 4!ixe@=t
would not $,* possitile until ITK;L personnel had som4i t-ack..,ito,.inI
in tochniques, @etc.0 1-ut this proispoet ishoiiltaaloo Ims tiorn-min
minti as a fututo 0I)JOC@-ivn.

I liave ria@@e acw.,eccrvrwnts INaLow atvl .Io appreciate Lbat,
not having Leon involverl In the ilet-ail,*-tLlincussion. I my riot
have the coviete picture.

concerning tli*exposwe system to tm usels I a(jr*ethat
it would be preferable if a cr,al nmclline could to usel it%
Mmtx"l and Southa.-opten.-rhisLe paztlcularlyImportant it
studios axe to be trwwferrod to Soutbw.Vtcn for furtb"r
elaboration, and also b*causo we at* ncr4 In a position to
estimate rpm "close" r*ceive-l by vaxious rwjiona of tite
respiratory systax of a tang* of ap*cles uniqw w*ll-,JefLnw.)

oxposur* canditicus. LLocause of the lack of avail-ibility
of =&chinos from ccmmrcial suppli*xs. we hav* developed a
versatile 8-?..T. systm. wblch has alzoady been ua*il success-
fuuy for wozk with guine& pigs, rats. hamsters and nice.
we bav* a -nmtenwill machino In the laboratory, which is not
sufficiently voteatile or.pr*eioo for our work. Until after
other machine*, such as the Oak RL49* system, have been
examined in datikils,we will stick with the B-AeTs machine*
Mawings for the emstruction at the E-A.,r.unit can be male
available. Owing to pr*ssuxe cE work here, we coul:l not
undertake to conattuct anotbor machino before summor of nowt Ln 4

year. Preliminary work would bave to go ahea4.1on Jim ItogUIa LPJ
-'-co

machln*.

C:)
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As mentioned before,,the work detailed in the project
proposals in broadly based, and I do not think it would be
possible to attenvto withinthe lot year, all the projects
suggested, unless they were done In a very cursory manner,
beating In mind th-gnumber of powle who will be actually
doing preparation of samples and analyzes. For example, wliich-
ever single project is consider*d, it would be necessary to
carry out a number of experimmtse probably sprea,-tover several
months, to establish exposure conjitims necessary to in,:Iuce
the change of interest, optimum sampling time. reproducibility
of respome# ate., etc. Xt is certainly not poonible to "agree*
a priori, for axwjple, that exposure to 5 rather than 10-20
cigarettes will be *sufficient". This implies some knowledg*
of the response of the particular biochemical system being
investigated, which at present is just not available. Scoo
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 be used for convmrative
studies cannot be pro-set until *me in-,Iicationof variatility
of response to a stimulus has been assessed. Six animals per
done level. for instance, in almot certain to be inadequate
for quantitative work.

I wmld still prefer the approach to this type ot work to
be based upon potential relevance of the stutly to the human
situation. The connection --"ayat times be tenuous, Lut the
r*lovanct of the study shoul-I L-*considered before work begins.
It would certainly have to be when projects reached the stage
of being written for publication. The classical toxicology
search for j= intlicatorof response may not be the right
approach in this case.

For these reasons, I would tend to fight shy of the wille-
spread, multi-project a]@proach suggested. From the outlines
given, I think at this stage there may be a lack of appreciation
of the practical problms associated with doing ano')-.etoxicity
work. This, hopefully, La where the Southampton group could be
of help.

The lung biochemistry work carried out so far in Southampton
has been concerned with lysomomal anz)-.-nes.lung callagen and
elastin content. I would Like to see acm work in this general
area, since this seems to be an area where biochemistry, pbysial-
ogy and histopathology studies could be readily linked. You
already know of previous work started bore an mucopolynaccharide
synthesis. Project 3 of your list to ld, I think, be a valuable
cowl - -tary study to our own projected program*, I agree
that this project would be difficult, but I do not think the
others suggested will necessarily be easier.

In June, the wrk an membrane characteristics carried out
at ITIPL seemed to be ripe for development to in vLXo stujies,'
perhaps in relation to chanqoo in lymosom characteristics
in response to smoke exposure. This saw= to have been lost
along the way since then. Does this mean that the project ban
been discussed and-discarded for the present?. LPJ

CC)
I hope that the commmtgo are useful. within reason, I -r--

think thateat this stage, any training in lung biochemistry L.-4
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methods, wtaximent design, amok* inhalation motho3clo;;y,
within-specion variations aonaLtivLty of enzlrmme, etc., will
be useful. This work could be getting on-]orw&y within the
suggested framework until we could more formally stanrjardine
expoa=o techniques and inter-1[4nk projects samtime next year.

I apologia* again for the delay. Things are fairly hectic
at the moment.

Yo,urm sincerely,

PICITARD HIONS

cc: R.M. Gibb, raq.

M. o.o, or WIG c

cc: Dr. D.G. Felton

C--)
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