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Rayking og sykdom, 1900-2000

B Dr Angel Roffo (1882-1947)
farste legen som publiserte om
karsinogenitet av tobakk

m 1950: British Medical Journal
Doll og Hill, case-control study:
‘Smoking is an iImportant cause of
lung cancer’
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In Engand and Wales the phenomenal incresse in the
mber of deaths attributed to cancer of the lung pro-
Vs gne of the most sirking changes i the patlch of
mortalty recorded by the Regisirar-General, For cxample,
e quarter of a century be 1922 and 1947 0

Shoust umse Of desths Feoored Iaceenssd from 612 19
9.287. or roughly fifteenfold. This remarkable increase is,
rse, out of all proportion to the increase of popula-
tion—both in total and, particularly, in its older age groups.
Stocks (1947), using standardized death rates to allow for

these population changes, shows the following trend : ra
- les 1.1, females 0.7:
0.6, 25, The rise seems
y rapid since the end of the first
he death rate of
men at ages 45 and over increased sixfold and of women of
increase is still
5 rland, Denmark,
- Camada. and “Austraia, and has becn reporied

from Turkey and Japar

Many writers have sudicd these changes, considering
whether they denote a real increase in the incidence of the
diease o are dve merely to improved standards of diag.
nosis. Some et the later factor a0 be regs
25 whally, o at last mainly, responsible—for cxample,
Wills (1348, Clemmesen. and Busk (1947), and_ Steiner
(19449, On ‘the other hand, Kennaway and Kennaway
(1947) and Stocks (1947) have given good reasons for
believing that the rise is at least partly real. The latter,
for instance, has pointed out that * the increase of certified
fesiratory cancer mortlity during the past 20 years bas
been as rapid in country districts as in the cities with the
et dingnostic fciite. 8 fact which oes not support the
view that such increase merely reflects improved diagnosis
of cases previously certified as bronchitis or other respira-
tory affections al erences in
mortality between some of of England and

Wales, differcnccs which it is diicul o explain in terms
of diagnostic standards.

The large and continued increase in the recorded deaths.
even within the last five years, both in the national figures
2nd in those from teaching bospal,also makes it hard to
believe that improved diagnosis is entirely res
Short thero s fuicent reason to reject that B e

wholo explanation, allhough no one would deny that it
may well have been contributory. As a corollary, it is
right and proper to seek for other causes.

Possible Causes of the Increase
ave from time to time been put for-

ward: (ha sencul atmospheric pollution from the exhaust
fumes of cars, from the surface dust of tarred roads, and
from: gas-works, industra planis, aed coal s
@ the smoking of tobacco, _Some characterisics of the
former have certainly become more prevalent
50 years, and there is also no doubt that the smoking of
cigarettes has greatly increase

igar

in time can, however, be no more tha

recently there has been singularly I more

dence. That evidenc, based upan clincal experience and

records, relates mainly to the use of tobacco. For

b Gersasy, Molle (199) la--..a it only 3 out or 8
jung were non-smokers,

“healthy mei
smokers and only 31 heavy smokers. Similarly, in Ame
Schrek and his co-workers (1950) rportcd that 146% of
82 male patients with cancer of the lun
against DL9% of 522 male patients admitied
of sites other than the upper respiratory and digestive
tracts. In this country, Thelwall Jones (1949—personal
communication) found § non-smokers in §2 patients with
proved carcinoma
sponding group of patients wi s
ght, but it is more stiking that there
avy smokers in the cancer group, against 14 i
the comparative group.
Clearly none of these small-scale inquiries can be
ccepted as conclusive, but they all point in the same direc-
tion. Their evidence has now been borne out by the results
ge-scale inquiry undertaken in the US.A. by
nd Graham (1950).
found that of 605 men with
ntiated, or histologically unclassified
pes of bromhml earcinom. only 13% were  nom
4 cfaged less than_one cigar-
by zday for the last 20 years—whereas SI2% of them
had smoked more than 20 cigarelies 3 day over the same




Rayking og sykdom, 1900-2000

m 1964: Surgeon General Report ‘Smoking and
health’:

Rayking er kausal relatert til lungekreft

m 197/9: ny Surgeon General Report:
Smoking Is far more dangerous than was
supposed in 1964
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Rayking og sykdom, 1900-2000

m 1980: Passiv rgyking er kausal relatert
til lungekreft

m 1984: Nicotine tyggegummi for
avvenning kom pa markedet




Rayking og sykdom, 1900-2000

m 2000: Udiskutabel bevis for kausal
sammenheng mellom rgyking og kreft, samt

mange andre ikke-maligne sykdommer



RayKing og Kreft

m RoykKing er kausal relatert til fglgende
kreftsykdommer:

Bleere Nyre

Bryst Ovarium
Cervix uteri Pankreas
Colon Rectum

|_ever Ventrikkel
_eukemi @re, nese, hals
Lunge (Asofagus

~ 30% av alle kreftdadsfall er en fglge av rayking



got emphysema.
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Sammensetningen av tobakksrgyk

m Royk inneholder ca 7000 forskjellige stoffer og
nikotin er stoffet som skaper avhengighet

m 60 stoffer er per I dag bekreftet karsinogene

m Stoffene entrer blodet i lungene og pafarer
dermed ogsa skade utenfor luftveiene



Sammensetningen av tobakksrgyk

m Filtersigaretter og light sigaretter
farte absolutt ikke til helsegevinst:

F’T*n-‘-—_‘ ‘

Varlboro £
”m W

D

Nikotin behovet var der, og rgykere
begynte bade a reyke flere sigaretter
daglig og a inhalere dypere

> Enda flere tilfeller av lungekreft



Kreft og rgyking

m 2014: Surgeon General Report:

Kreftpasienter som rgyker har:

— Starre dgdelighet og kreftspesifikk dadelighet
— Starre risiko for tumorresidiv og sekundaerkreft
— Stgrre behandlingsrelatert akutt- og sentoksisitet

— Lavere effekt av medikamentell- og stralebehandling



Hayere dgdelighet og kreftspesifikk
degdelighet hos rgykere

BJufo
m [ungekreft- og @NH kreftpas
m Prostatakreft pas

Kreftdad
m Lungekreft- og @NH kreftpas
m Prostatakreft pas

RR
1,5-2,5
2,5—95

RR
1,5-2,5



Mer sekundzarkreft og residiver hos rgykere

Sekundaerkreft RR

m l_ungekreft pas 17 - 32
m Prostatakreft pas 2—35
m Brystkreft pas 2-9
Tumorresidiv RR

m PONH pas 1,4

m Prostatakreft pas 2



Stgrre behandlingsrelatert toksisitet

RR
m Prostatakreft pas (tarmtoks) 2,1 —9
m Brystkreft pas 2
m Gyn Kreft pas 2,3

tarmkramper

urge
diare
kontinensproblemer




Hva med eks-rgykere?

m Risikoen for dgd og komplikasjoner hos
pasienter som sluttet med a rayke far start av
onkologisk behandling er fremdeles noe
hayere enn hos aldri rgykere

m Men risikoen er signifikant lavere enn hos
rgykere: a slutte gir 30-50% risikoreduksjon



Bonus: Quality of Life og Performance

m Signifikant hgyere overall Quality of Life etter
rgykeslutt

m Signifikant hgyere Performance status etter
raykeslutt

m Dette gjelder ogsa for palliative pasienter!



RayKing hos Kreftpasienter

Patofysiologien bak



1. Mer aggressiv.deling

m Mange forskjellige cellulgere reseptor pathways
som er involvert 1 celledeling, f.eks. EGFR
pathway, blir pavirket av tobakksrayk
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m Resultatet er at cancercellene endrer seq til en

mer malign og raskere delende fenotype
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2. IVIIndre apoptosIs




3. Mer Iinvasjon / spredning

m Kreftceller som er langvarig utsatt for rayk endrer
karakter til en celletype som vokser mer
Invaderende og gir raskere fjernspredning




4. Immunmodulasjon

m Flere immunsystem-relaterte pathways blir bergrt av
tobakksrgyk >

Immuunsystemet blir mindre effektiv

m Dette er gunstig for tumorcellene og ugunstig for
friskt vev



5. Enzyminduksjon

m [obakksrgyk induserer enzymer som spiller en rolle
I nedbryting av forskjellige kjemoterapeutika

m Okt enzymaktivitet gir raskere nedbryting av
medikamentet

m Raskere nedbryting kan gi darligere medikament
virkning



6. Darligere effekt av stralebehandling

Rades D, Effect of Smoking During Radiotherapy Lokal kontroll, 181 pts | 14r 2 ar
in Patients Irradiated for NSCLC :
IntJ Rad Onc, 2008, 71;4:1134-1142

P<0.001

Raykere mens RT 46% 34%

Ikke raykere mens RT 1% 58%

No smoking during RT

- B Residiv: RR 1,74

Smoking during RT

20 30 40 50 60
time to recurrence (months)




Konsekvenser: for enkologisk behandling

m Darligere effekt av stralebehandling og sterre
toksisitet

m Sterk antydning til darligere effekt av flere
typer cellegift og moderne kreftmedisiner
(f.eks. tyrosin kinase hemmere!)

m Okt risiko for post-operative komplikasjoner



Evidensbasert onkologisk behandling

1. Vi skal informere vare pasienter om dette

2. Et raykeslutt program bgr sannsynligvis
bli et integrert del av det onkologiske
behandlingstilbudet

3. En norsk studie er na i gang



Anbefalt artikkel

& K

- — - S
y -l o
= ="
— =4 '
— — N
== — - ——
m—— - e oo ———
=i e
e e ———— . AR L

|_Lancet Oncology, November 2014
Graham Warren

The biological and clinical effects of
smoking by patients with cancer and
strategies to implement evidence-based
tobacco cessation support



