
Stinutesor the SRG Nietting.Viking Inn.Nlontre*LCanada,
5th-?th%lay,1992,

Attendance: Dr C J P de Siqucira Dr P Madsen

Dr S R Massey Dr D Pangritz
Mr T G Mitchell Dr S Appleton
Dr L J Rudge (secretary) Dr R E Thornton(chairman)

Dr A Springall(consulmnt) Mr P N Lee (consultant)

Tuesd2y SthMa
Bud2et flLJRfRET).

The 1992 expendinireisforecastas L288,354,allocatedto 8 projects.The
estimatedbudget for 1993 isE360,000.This allowsforcontinuinggrantsas
wellas an allowancefornew projects,which was feltnecessarywhen
consideringthelargenumber of proposalsreceivedthisyear.

Review otMolecu]2r BioloLryProiectsA-TRI.

I Dr G Currie& Dr J Jenkins,N12rieCurie tnstitute,U.K.
The Role of p53 inCeU Growth and N12Ugn2nt Transformation.

This projectinves6gatesthenormal functionofa cellularprotein,p53,the

mutationof which isthoughttobe an importantstepintumourigenesis.The
progressinthework funded specificallyby theSRG was brieflyreviewed.

Using yeastcells,threeproteinshave been detectedwhich interactincellcycle

controlalong with p53.These have been sequenced and human homologues
willbe identified.Dt Jenkinsisconfidentthatthe yeastprogram %illanswer the

questionof %-herep53 fitsintothe complex controlsystem withinthenext few
y=s. Thismay have implicationsinunderstandingtheeffectof p53 mutations
and possibleways torestorecellcontrolinp53 mutatedcells.

Comments;
Currentfundingexpiresin September 1992 butitwas feltthatthe importance
and scientificstandardof thiswork meritedcontinuationof support.Also,the
adviseofDr Jenkinswas consideredhelpfulininterpretingthe vastliterature.

2. Dr J Field,Uverpool University,U.Y-
p53 Overexpressionand Mutation inHead and Neck Cancer.

Ile work attheMarie Curie Institutewas compared totheSRG-funded work
of Dr Field(who recentlysucceededProfP Stell).Dr Fieldhas identifiedp53
overexpressionand sequenced p53 mutationsfrom varioushead and neck C:)

tumours.
CD
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Comments;
itwas feltthattheexpertiseof Dr Fieldwas not comparable tothatof Dr
Jenkins2nd thatthehigh frequencyof p53 mutationsinnmxws was now well
e:sublished.FundingforDr Fieldisdue tofinishattheendof 1992andis
unlikelytobe continued.

Other,
An importantareaidentifiedwithregardtop53 was thatofidentifiable

beingattributedtospecificenvironmentalandendogenous
factors-A specificbasenwsvcrsionhasbe= claimedtobecausedby
benz(a)pyrene,butthismutafionhasalsobem associatedwithmany other
chemicals.

3. ProfJ Idle& Dr A Daly,NewcastleUniversity,U.K.
T"beAssociationbetweenNietaboUsingEnzyme Pol)-Tnorphismsand Lung
CancerSusceptibWty.

SincePmf IdleisreluctanttoattributeSRG fundingtoa specificproject,an
overviewofhisresearchwas given.A new technique,calledSingleStranded
ConformationalPolymorphism,willspeedup thedetectionofrareCYP2D6
mutationswhich,atpresent,areundetectedby theroutinea=ys. Racial
variationsinpolymorphisniswillbestudiedinaTurkishpopulationandin
blackandwhiteAmericans.
The associationbetweentheCYP2D6 extensivemetabolisergenotypeand lung
cancerwillbeinvestigatedintwo case-controlepidemiologicalstudies,in
Norway andAmerica.ne Americanstudyistobe fundedby theC.T.R.Prof
Idleisalsotoinvestigateany associationbetweengenotypeand bladdercancer
and therecentlyreportedprotectionagainstParkinson'sdisca seenin
extensivemetabolisers.
ProfIdleintendstoproduceassaysforpolymorphismsinthegene CY? IA Iand
alsothegenecodingforglutathione-S-transferasep.

Comments;
Concernswere expressedaboutapparentpoor financialmanagement and about
theincreasingdiversityoftheproject.Consideringthelargerangeof
metabolisingenzymes,theiroverlapinsubstratespecificity,particularlywith
relation totobaccosmoke constituents,andthelikelihoodofthem all
harbouringpolymorphisms,thenitappearsunlikelythataspecificrelativerisk
forindividualscanbe calculated.

OtherSRG ProlKis(RE'n.

4. ProfJ Clausen,RoskildeUniversity,Denmark.
'ne Formationand RepairofDNA AddUCtL

ProfClausencompares smokersand non-m-,okerssusceptibilitytothe
formationofadducts,by incubatinglymphocyteswithpolycyclicaromatic CD
hydrocarbons.He has foundtheadductlevelsofsmokersand non-smokersto
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be comparable.Son3cotherworkershave shown a significantdifferencein
adductlevelsbetwem smokersand non-srmkcrsbutwith alargedegreeof
overlapbetweenthetwo groups.Itmay be thatadductsareoflinicimpor=cc
incarcinogenesisand thatirritationplaysabiggerrole.

Comments;
ProfClausen'sprogressreportwas assessed.byour consultant,ProfJParry,
who questionedtherelevanceof themodel tothehuman. ProfClausenisto
presenthisworkataconferencein Rome which willbe attendedby PET. This
willallowsome assessmentofthestandingof ?rofClausen'swork withinthe
scientificcommunity.

5. Dr D Cooper,Thrombosis Rese2rch Institute,London, U.K
NtutationsinThrombotic Disease.

E>rCooper presentedhiswork to theSRG inBerlin,describinginherited
mutationsassociatedwiththrombo6c disorders.He isconsidereda scientistof
highcalibrewho holdstheview thatendogenous compounds areimportantin
thecellularchangesleadingtocarcinogcnesis.His SRG fundedwork will
cornmcnce inImonths time,when he has secureda suitableresearchassistant.

6. Dr A Springill& Ntr P N Lee, U.K
Segregition Analysis.(presented by ASIPLNL).

PNL presentedtheepidca@ologyoflungcancer.Out of 12 case-controlsnuucs,
allshoweda positivefamilialgroupingoflungcancer,withanapproxinize
doublingoftheriskassociatedwithhavingrelativeswithlungcancer.
Segregationanalysisisa new statisticaltoo[which looksatgeneticinheritance
patternsindiseaseincidencewhileallowingenvironmentalfactorstobe
considered-The objectiveofthisprojectwas toreview themethodologyof
segregationanalysis,itspotentialusesand problems.The techniqueinvolves
applyingmodelstofindwhich ismost likelytohave producedthedataset.
Complex equationstakeintoaccounttheass=ed probabilityofthegenotype
arisinginoffspring,theprobabilityof thegenotypeproducingtherelated
phenotype(peneuwce),and thepossibleinvolvementofan environmental
factor.
The method was usedinthestudyof 337 probandsfrom S.Louisianaby Sellers
eta[..which concludedthatlungcancerincidenceinfamiliesfitsamodel of
codominantgeneinheritance.ne 3 genotypeshad thesame susce-p6bilityto
lungcancerbutdifferentagesof onset.Dr Springalland Mr Lee have
purchasedthedatasetand arere-analysingitbuthave been unabletoreproduce
Sellers'resultsso farand areconcerned thathismodel may be thex-rongone.
Thisprojectwillalsoincludea reviewof anotherstatisticaltechniquecalled
linka&eanalysi-swhich usesmarker genes toidentifythelocationofthegeneof
interest.The highertheprobabilityof a markergene beinginheritedalongwith
thegeneforacertaindis=c, thenthecloserthesetwo genesarelikelytobe on
thechromosome.
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ETS-Studies(ASFPNL)

Threestudiesarebeingcoosideredby theSRG. The objectiveof eachisto
assesswhethertheclaimedrelativeriskof lungcancerfornon-smoking women
withsmoking husbandscan be explainedby confounding factors.

i. Wynder (AmericanHealthFound2tion).

Thiscase-controlstudywillincludepopulationsfrom both USA and Japan,and
fo= mainlyon diffcrcn=indiet.Itlooksatbothactiveandpassivesmoking
which isunlikelytobe thebestway toaddresstheETS issue.Thisstudywfll
probablybe fundedby theGerman Forschungsrat.

ii. Sterling.

'nisstudyaddressesthehypothesisthattheincreasedriskinwomen marriedto
smokcrsisdue tochemicalexposure withinthehome, from cleaningproducu
and from chemicalsbroughthome by thehusband from hisworkplace.It
incorporatestwo studies;asurveyincorporatinga housc chemicalaudit,and a
costlycase-wntrolstudy.Thisisa highriskstudysinceitfocuseson a very
specifichypothesisand,evenifprovedright,may stillbe regardedsceptically
among thescientificcommunity.

iii- CorVProctor(Covingtonand Burling).

7nisisa surveycomparingriskfactorsinnon-smokcrseitherexposedor not
exposedtoETS. Itlooksatalargenumber of factorsbutisalsoveryexpensive.
The studyistobe conductedintheU.S.A.and doesnotaddresstheissuein
Japan,where thegreatestriskdue toETS has been claimed.

iv. PNL proposestodesigna studyofpassivesmoking and confounders,
incorporatingpopulationsinU.K.,anotherEurop= country,U.S.A.and
Japan.Thiswillusemarketresearchandwillthereforebecheaper.

V. Misclassificationisanotherimportantsourceofbiasand hasbeen assessedina
populationof400 Japan= women inarecentstudyby Proctoretal.The
preliminaryresultssuggestthatmisclassiricationishigherinJapan thaninthe
West and thattherateof smoker denialishigherinsmokers marriedtonon-
=okers. Thisbiasinmisclassifir-ationappearstonegatetheoverallbias,but
more dataarcneeded toconfirmthis.The studyalsoshowed cotininclevelsto
be slightlylowerinnon-smokersmarriedtosmokers compared withnon-
smokersmarriedto non-smokers,indicafingthatcotinineisunlikelytobe a
usefulindicatorofexposure.

"C
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Wednaday 6th-Nlay

7. DrV Knott,RoyalOttawaHospitaLCanada.
Nicotine-InducedChangesinFrontal-LobeFunction.

Members oftheSRG visitedDr V Knottfora presentationof hisresearch.Dr
Knon statedthathiswork stemsfrom thehypothesisthatsmoking enables
subjectstomodulatetheircoping abilitythroughchangesincentralnmous
systemactivity.Dr Knott'scurrentprojw investigatestheeffectsofsmoking
on "executivefunction"oftheftontal-lobe,which governsinforrna6onordering
and selec@on.
Changesinbrainactivityaremeasured by EEG, withadvancedon-line
computationenablingthealpha,beta,thetaand deltawave forms tobe
discriminated.Fastalphawaves areseeninthearousedstatewhileslow delta
waves areseenduringsiM. Scans of thebrainenabledlevelsofeachwave
formtobevisuallycompared ineach arm Computationof variouscxpcc=cy
waves eg.p300 andmismatchncgative was alsopossible.
Inthefirsttask,inwhich subjectshad todiscriminateand respondtoarare
tone,nmidng didnotproduceany improvement inperformance.The
conclusionwas thatthetaskwas tooeasyand didnotinvolvetheexecutive
function.As a result,a furthertaskwas devised,requiringthedetectionof3
evenor odddigitsinsequence,againsttwo kindsofdistraction-whitenoise
andocc@uionaldigitsbeingreadoutina fmialevoice.Work isnow inprogess
usingthisparadigrn.
Dr Knottalsorcf=cd towork carriedouton otherprojects(notsupportedby
theSRG). Inone study,anincreaseinalphaactivityforown cigucttevems
sham srmkingwas noted incontrasttoa decreaseinalphaactivityfor
experimentalcigaretteversussham. Inotherstudies,mccamylamine,a nicotine
antagonist,was shown tohaveno effecton theresponseto smoking,Both
resultstosome extentquestiontheimportanceof nicotine.The former,if
confirmedby furtherstudies,would appeartohave relevanceinproduct
discn*nu*nan'on.

Comments;
Membem ortheSRG agreedthatprogresson thisprojectwas reasonable,the
work beingconductedtohighprofessionalstandards,and accordinglyagreedto
fundtheworkthroughtoDecember 1993.The members alsoagreedthatsite
visitswereausefulaidtoassessinga project.

'nursday 7th Ntiv

Alzheimer'sdiseaseand nicotine(PNIA-TR).

PNL reviewedtheWidcmiolog:iof Alzheimer'sdiseaseand smoking.Of 17
c=.controlstudiespublishedto date,14 showed a negativeassociation
betweenAlzheimer'sdiseaseand smoking.Meta-analysisof the4 studies
withoutanyobvioussourcesof biasgaveasignificantlyreducedriskof 0.64.
PNL concludedthat,despitethepoorqualityofthestudies,thedatawas C:)
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stronglysuggestiveof a negativeassociationand therewas alsoevidencefora

dose-responserelationship.The resultspublishedby Van Duijn and Hofnian,
suggestingthatthenegativeassociationonlyholdsforfamilialAlzheimer's
disease,arenot conclusiveand have not been confirmed inany otherstudies.

Evidence existstosuggestthatnicotineslowsthedegenerationof nerves
followingnme lesionor exposureto theneurotoxinMM (which produces

Parldn.son'sdisease).Nicotinealsoincreasesthenumber of nicotinereceptorsin
thebraininsmokers,which may counteractthe lossof nicotinereceptorsseen
inAlzheimees patients.Nicotinehas been shown toproduce an acute

improvement inattentioninAlzheimer patientsbut producesseveremood
changes at higherdoses.

'Re pathologicalchanges inthebrainoccurringinAlzheimer patientsand
'bilitiesfortreatmentwere re%,iewed.Pharmaceuticalconsequent possi

companies have trieda number of treatment,none of which have been very

successfulso far.Thm includereplacementofcholine,and use of
acetylcholinesteraseinhibitorsand muscarinicreceptoragonists.Cycloserineis
undergoingclinicaltrialsin Dr Knott'slaboratories.Itisan antibioticwhich

potentiatestheeffectof glutarnate,anotherneurotransrr@tierdepletedin
Alzheimer'spatients.Our consultant,Dr S Wonnacort, believesthata
combinationof cyclosetineand nicotine%@llprovidethebesttreatmentfor
Alzheimer'sdisease.

-nc possiblerolefornicotinetmsdcrmat patcheswas discus=d.Thm appear
tobe of low efficacyinsmoking cessationand unlikelytoprov-idesatisfaction

tothesmoker,due to theslow riseinplasma nicotine.However, thenicotine
profilemay be comparable to thatachievedby othermethods of tobaccousage.
The abilityof transdermalnicotinetoenhancecognitivefunctionisbeing

addressedina studyby Prof D Warburton. Nicotinepatchesareundertrialfor
thereliefof ulcerativecolitis(ProfRhodes) and an attemptwillbe made torind
trialsbeingconductedusingnicotinepatcheswithAlzheimer patients.

Stowic Resources area small pharmaceuticalcompany who approachedSir

PatrickSheehy askingforsupportfora noveldesignoftrmsdcm-ml patch.Itis
claimedtobe superiortootherproductsavailableina number ofaspects,
particularlybecause ithas controlledzero-orderrelease,making itindependent
ofconcentrationand interindividualvariationinskinabsorptionrate.

Comment;
itwas concluded thatAlzheimees diseaseand thepossibleprotectiveeffectsof
nicotineisan areaof importancebut thatthequestionofBA7s involvement

withtheproductionof nicotinepatchesisoutsidethe scopeof theSRG.

CD
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ProposedStudies(REl).

8. Pro(J Gray,InstituteofPsychiatry,London,U.K.

lie ProtectiveEffectofSmokingAgainstNeurodegenerativeDisease-

Thisproposalencompassesamulfidisciplinaryinvestigationintothe
mechanisms of Alzbeimees and Parkinsons'sdiseaseand the apparentprotective

effectofnicotine,usingbothclinicaltrialsand anirmlmodels.ne proposal
willbe circulatedtoSRG members forassessment.Itwas notedthatProfGray
has alreadydiscussedthisproposalwithSirPatrickSheehy and was well
received.

9. Dr P E Brown, NewcastleUniversity,U.K.
The SynthesisofNovel NicotinicLiginds.

This projectproposed todesignand synthesisenovelcompounds tobindwith
brainnicotinicreceptors.Itwas consideredthatsuch work had alreadybeen
addressedwithinthetobaccoindustry,and that,ifa chemicalwas produced,it

would takeatleast10-20yearsbeforeitcouldbe ofclinicaluse.This pmject
willnot receiveSRG funding.

Other BATCO Funded Projects(RET).

10, Prof K Syrj2nen,Universityof Kuopio, Finland.
Hum2n P2pillOM2VirusinCervicalCancer.

This projectisstudyingtheassociationbetween human papilloma virusand
cervicalcancer.16 viruseshave been sequenced so far.Presentfundingexpires

inDeceTnber 1992 but islikelytobe continuedfora furthertwo years.

11. Dr H Rothschild,New Orleans,U.S.A.

Money was providedby BATCO topurchasea datasetfrom Dr Rothschild,the
segregationanalysisofwhich was publishedinthepaper by Sellerseral.This

dataisnow beinganalysedby Dr Springalland Mr Lee (seepoint6).

12. Prof Ni A Smith, LeedsGeneral Infirmary,U.K-
Bone NiUnerilisationas a Predictive%12rker fortheOnset orOsteoporosi&

Differentmcwwcmcnts ofbone and rr@nerallossduringosteoporosisam tobe
compared between osteoporoticpatients@controls,and women who havejust
reachedmenopause, toseeifany changes arepredictiveof thefuture
development of ostcoporosis.Some studieshave indicateda positiveassociation

between smoking and osteoporosisalthoughtheevidenceisinconclusive.
Smoking historyisroufinclyaskedof allsubjectsand no associationwith

smoking has been shown.

CD

C7\

BATCO document for Province of BritishColumbia 28 October 1999

BATCO 00085987



13. Ntr P N Let, Sutton, U.K-
Differences Betw"a Active Smoker&, Those Exposed to ETS, and Those
not Exposed to Tobacco Smoke-

,E2,000has been used tobuy data from The Health Promotion Research Trust.It

contains1100 piecesof informationon eachof 9000 people,coveringlifestyle
factors,physiologicalmeasurements and personalitytype.The data willbe

analysedto assessthe magnitude of confounding by thesefactorsin risk

calculationsfordiseasessaid to be associatedwith smoldng or ETS exposure.

ASSOC12don betweenBLrdKeepingand Lung Cancer(PNL).

Holst firstreporteda relativeriskof 6.7forlung cancerin people who had kept

birdsbetween5 and 14 years.PNL, togetherwithDr F JC Roe and Dr A
Gardener,hasconducteda furthercase-controlstudyinLanarkshire,Scotland
and calculateda lungcancerrelativeriskof 1.29forkeepingany bird.7hiswas
significantlyhigherforkeepinga pigeon(3.53),and greatestforsubjectswho
worked ina gre--nhousewithchickenmanure (10.01).
Inconclusion,thislateststudypartlysupportstheideaofbird-keepingas arisk
factorforlungc=ccr butHolst'swork may haveove-rmtimatcdtheeffect.

CUnic2lNUsdi2gnosis(PNL)

PN-Lisanalysingdatafrom a studyinBudapest,comparingclinicaldiagnosis
withpostmortemdiagnosis.Preliminarydataindicatesthat40% of lungcancers
diaznosedas theunderlyingcauseclinically,werenotfoundto be thecauseat
post-mortem.Also,70*/oof lung cancersdiagnosedasthecauseatp-ost-mortem
werenotdetectedclinically.
With finiherfundingfrom PhilipMorris,PNL may lookatclinicianbiasin
diaenosiswhen a patient'ssmoking statusisknown.

Future SRG Niettings.

itwas feltthatannualSRG meetingsweretooinfrequentto allowproper
discussionof projects.Permissionwouldbe soughttoholda meetinginLondon
inNovember 1992 and againinDenmark inJune 1993.

Dr L J Rudize
Dr R E Thornton
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