
GERMC PRMISPOSITICN TO LUNG

Intric@i

Miis idea was discussed in the 1950's--60'spa&d=larly by Sir F=iald
Fisher and Professor Philip Burch, both of whom a--enow deceased. mv:-@=
idea found little general support largely be=, Sir Richard Doll
clairwylepiriomiologydemorxstratadthat envircrmmm7talc=ircgens,

inr-ludingtcba -m* , were respcmible for nearly all cancer deaths.
D=3M August 1990, five scientific papers and one ounfereme presentatim
(U.I.C.C. Cancer Meeting, Fambm:g, August 1990) have addressed the genetic
iss either directly or indirectly, (butriotirdependentlyof
environmental risk factors). Furthermore one of the scientific papers is
F a group in the USA (caparaso and colleagues) 4= are c3.om to a group
%Vpmted by the BAT Scientific Research Q=V (=e and colleagues,
Umversity of Newcastle) utu-leanother paper by Sellers and colleagues is
partly supported by the Council for Tobacco Research USA.

Comments on

The paper by SeUers (Evidence for Mendelian irbez-itancein the
Pathogenesis of luM Cancer) addresses the broadest ism . It is based
on the use of the Segregation Analysis, a rare specialist statistical
technique that is c=ently being examiraedby one of cur ccrmiltants.
Further ccmumts on the validity or otherdise of this statisticml
techn3.quewill be w-l- in due course, although it appea to conflict

in sme ways with the ag&-distribut3.m analysis wmch was so much a
feature of B=ch's work. However, as published, the c-lai made by
Sellers are qu3.testartling, and are 17@sedm an age x genetic x smokim
interaction analysis. Miere are three genetic va--iants(genotypes):

AA Susceptible
AB Partly Susceptible
BB Not Susceptible.

The follmwq matl@ of relat3.Verisk v. age, status and genotype

is given in the paper.

Tobacco Relative Risk* (Genotype)
Aoe of Demlcpim

AA AB BB

50 0 2246 15 1
Average (A) 327 14 1
Heavy (H) 63 12 1

60 0 618 14 1
A 56 12 1
H 11 7 1

70 0 112 13 1
A 10 6 1
H 3 2 1

UnfortamtelY this table is misleadirg bemize for each horizontal
Luip-the risk is only cctq=ed to the Es gera= group. it is not,
thexefcre, an absolute measure of the chance of gettdm lirg cancer -
merely the r2sk relative to the BB Group. Far m=,e 70 year olds die CD
of lung cancer than do 50 year olds. r\-)

U-1

BATCO document for Province of British Columbia 26 October 1999

BATCO 00090908



:=3ally, the figures do rxytmean that 2246 riort--mx*err.die relat,-veto 63
2n&@ mdcexs (lines I and 3).

:t is cl;tirm in the paper that Ah smnkers have a 27.2% probabilityof
=mlcpim lung cancer by age 50, Uus probability appuvntly ry-t
-=easuig greatly with age, and it can be calculated from the that
:f the rct-r-@@ who die by age 50, the vast majority are of the AA
oar-ticdisposition:

2246 99.3%
2245+15+1

zbwever, the analysis gives swklrxj an ever ircreasim role with age,
?mwtic predisposition being clai-xi to be less itportant for old persons
&-id,for heavy smokers acje70, it is claimed only Wt are of the AA
zmmtype-

c-Ilers is not able to identi-ty the nature of the genetic variat= hxt
9=e scientists believe it to be associated w3.th mLTtaticrr.on a specafic
ttmw gerx--(CYP2D6), active in the metabolism of drugs and potmmial
=--==ogens, anclthe enclosed editzrw by BcmW Aisc3 this. Cne
= of this gene is responsible for metabolisirq a drug, debrisogiim,
;mi genetic variations can be identitied by follcw3.rqthe metabolism of
:tis drug. niis is Professor Idle's view, although it seems m= likely
=at this is just a marker for some closely related gene of greater
@3= Ance, such as the ad)acent CYPlAl gene known to be aft-mlo in
s@ It@ cancer cases.

c@=lusi

@Ll-lerxthing dp-finitivehas yet emerged Fr-n this area and the present
==e is clearly speculative,it will nevertheless provoke mxh further
a@w@ and it is =perative to =nltor the Scient3.ficPasearchas it

,--@-4@esses.If genetic predisposition is subseqL*jiUy validated for lung
-jcp-r and other major disea , the implications for society in
-neri@.ifyingpeople at risk cmld be enormous. Mus idertificat,@cncmld
@x--addeved within the next 5-10 years.
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