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Data from a case- control investigation conducted in Milan, Italy, were analyzed

to evaluate the rejation between smoking habits and the risk of breast and

o

endometrial cancer. A total of 1,105 breast and 357 endometrial hdspital- based .

cancer cases were compared to 1,279 and 1,122 controls, respectively, admitiéd
for a Iarge spectrum of acute conditions to major University or general hospitals
in the greater Mﬂan area. Compared to n\ever 3mokérs, the age- ad;usted relauve
.breast cancer X'ISKS were 0.99 (95% confidence interval (CI) = 0.71-1.37) for ex
smokér? and 0.85 (96% C[ = 0.70-1.04) for curtént smokers. As regards

endometrium, the age-a’djusted cancer relative risk estimates were for current -

0.47 (95% CI = 0. 32 0. 69) and 0.82 (95% CI = 0.49-1.35) for ex smokers. For’
both snes the neganve assdcmhon of cancer with current smoking was not
influenced by the major potenual 1denur1ed confounding factors. For breast was

there a statistically significdnt dose-risk efféct (multivariate X3 f or trend = 9.44;

| "p= 0.002). These negative relationships are perhaps explained in terms of,

reduced estrogen levels in smokers, though the influence of some uncontrolied

selection bias cannot be ruled out.
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Dags le cadre d'une étude cas-témoins conduite a Milan: Ialie, 6n a étb(iié ia P
relation entre la cbnsommation de cigarettes et Je risque fie cancer du sein et de
I'endomeétre. Au total, 1,105 cas hospitaliers de cancers mam m\aires el357 de
g‘,endometré ont éte comparés, respectivement, § 1,2?9 et 1,122 t'émqins‘ admis
pour des affections aigues dans les prin'cipaux hopitaux de la ville. Par rapport 2
ceiles qui n'avaient jamais fumé, le risque relatif de cancér mammaire ajusté

pE)ur I'age était estimeé 2 0.99 (intervalle de confiance (IC) 2 95% = 0.71-1.34)

_pou'r les ex-Tumeuses et 2 0.85 (IC 2 95% = 0.70-1.04)’pour les rumedses

actuelles. En ce qui concerne l'endometre, ces dérniéres présentaient un risque

. relatif de 0.47 (ICa 95% = 0.32-0.69), alors que parmi les anciennes ' o

. ¢
consommatrices il était de 0.82 (ICa 95% = 0.49-1.357, Dans le cas du sein .

autant que dans celui de 'endomeétre, I'association négative.entre cancer et

an

consommation actuelle de tabac n'était pas influencée par les facteurs de "
confusion principalement connus. Pour le sein uniquement, on a démontré une
-] -

felation statistiquement significative entre de’gré d'exposition et risque de

-cancer (X% multivarie pour le trend = 9.44; p= 0.002). Ces relations inverses

' pourraient s'expliquer par une réduction des niveaux oestrogéniques chez les 5

fumeuses, sans que l'on soit, toltefois, en mesure d'exclure linfluence de K o

#
| N

facteurs de sélection incontroles.




-
f N
. .

It has been suggested that cigaretié smoking may reduce the incidefce of

hormone-related cancers by influencing steroid levels. Indeed, a report by Mac

Mahon et al 1) 6r' lower urinary estrogen leve!s durinﬁ the luteal phase of
menstrual ¢ycle in women who sqlokéd than in non smokers has raised
Widesbread interest'on the potentiafirﬂ’luence of smoking on estrogen-related
neoplasms, in particular breast and'f en&ale genital tract cancers. In previous
studxes (2-3), women smokers had also been reported to have an farher

menopause than non smokers. / ) -

-

In a review on stioking and estrogen-related diseases, Baron (4) found A

‘considerable inconsistencies in epidemiologic data.

Regar'ding bcgg.g ! cancer, among the 10 case-cohtrol 'studies cohsidered, five
showed a reduced risk among smokers, though only ifi two of them ( 5 6) did

the negative association reach.statistical sxgmr icance. Smith et al (7) compared

¢
B

420 breast cancer cases 10 612 general populanon controls. ASter adjustment for _

age and a wide ranaee ot potential confounders. smok1ne was not sieniticantly
related to the development of breast cancer (relative risk = 0.99; 95% CI'- 0.97-

1.02). Rosenberg et al. (8) compared 2,160 cases to hospitat-controls admitted

for other cancer sites (ovary, large bowel, melanoma, lympho-reticular

neoplasms). No significant association was found either for current smokers-of

: , \
any amount (RR= 1.1; 95%.CI = 0.9-1.3) or for sthokers of 15 or more cigarettes

per day (RR = 1.0; 95% CI =0.8-1.3).
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* Moreover, evidence against the hypothesis that smoking may reduce the

incidence of breast cancer by as tﬁuch"gs 20% (1) persisted even after auowance'

-

‘was made for all identified potential confounders.

Likewise, in the data reported by Le et al. (9) from a case-control study of S00 . “ \

French women with breast ’c\an’cer and 945 controls recruifed in 66 private

surgicai clinics and by I;orter et al. (10) from two case-controk fnvestigatibns

including a total of over 360 breast cancer cases and 430 controls recruited m
" surgical Wards and a prepaid medical pjan, respectively no significant

assogiation emerged between smoking anc( breast cancer

W) -

“Data of the Canadian National Breast Screening Study, analyzed using a ca e-
J control study design (11), showed among pre-menopausal women (49 cases and

ccmtrols) a twof old increased rxskl of breast cancer detection ( RR 2.1, CI =1.1-

4.0) for ever versus never smokers and a dose-response grafilent with

increased exposure. No overall association was evident among post-menopausal

women (71 eases and 220 controls) 2 ‘, s b,
Additiong! data werg also provxded by Lund (12) on'the dose relationship *
between smokmg 'and estrogen-related diseases from a prospectxv;/study of

@

13,998 Norwegian Women 259 incident breas} cancér cases were yegistered .
during a 1Z-vear rollow-up. the rate ratio for current smokers vs never.
smokers was 0.84 but there'was a positive linear relation with the amount

* smoked dajly: rate gamé were 0.62 for those $mokigg 1 to 9 cigarettes/da'?,
1.24 for smoékers of 10 to 19 cigafettes/day. and 1,56 for smokers of >20
cigarettes/day. Thus, these results did not support the hypothesis of ae ~

protecuve errecI, of smoking on breast cancer rxsk

Berkownz et al. (13) in a large hospital-based case-control study (958 cases and
1,062 controls) conducted in Connecticut, noted £ ofg_ihe first time a negative.

association, adjusted for age and Quetelet index, between current cigarette
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_ nbroadenomas A strong negatlve assocxatlon was also feported between ° o

‘Baron (4) also reviewed and summarized the results from the most relevant

¥ a -

#

smoking and benign breast diseases ‘such as fibrocystic iesioris ind/orl‘ .
current cigarette use and the occurrence of two rare lesmns which have beonv
found to have an mcreased malignant potenual ie. atypmal lobmarhyperplasxa -
and papillomatos?s of the breast (14-15). ' -~ L s

Fmally the relauonsmp of smoking to breast cancer. rxsk Was recently

mvesugated by Brinton (16) ina cac‘(—control study involvmg 1,547 patients |

and 1,930 controls }ecz\ulted through a nanonwide breast SCreemng program ' -

" The risk wasunot affected by smoking (RR = 1.2;95% Cl'= 1.0- 1.4). This study

did not support the association of smoking with a.reduced"risk among naturaily
menopausal women (RR =1.06; 95% CI = 0.8-1.3). Also.surprisingly, no generaj -
£ . -
‘ - .
evid@nce emerged that smokers experience an earlier menopause than non

.smokers even within the heavy smoking group. ’ . ST

- [ 4 2
‘ . . 4

: )

studies focusing on the influence of sinoking on rfskﬂg_dam_g{a’u_cmep

AllTe reports related to non fatal cases (17 19) showed-znégative assocxauon
between smokmg and endometrnal cancer, though statistical sxgnihcance Was 5
achieved in only one of them (17). On the contrary, results ﬁuoted from twa

‘endometrial cancer death studies (20-21) suggested, if anything, 2 non

~

significant increase of risk in smokers. L - ' _) . .
- A

Three additional studies Were published subsequentlydo Baron's revnewo Smith

et al's data (22) froma populanon -based case- control study showed a decreased

re, non sxgmﬁcant r1sk ror ourrentsmokers RR =0.81; 95% CI = 0.44- 150)

Esumates We:s ad;usted for major po nual confounders. Tyler et al (23) also
\

mvesugated 437 endometridl cancer cases dnd 3\200 general populauon comrol

b

.
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subjects under age 55. No associafion was shown between cigaretté/smoking and

!

the risk of endometrial cancer '

Fmauy in a hospital-based case -control study of 510 women with endometrial
cancer and 727 controls with other neoplasms (colorectal mefanomas,
lymphoreticular, thyroid or adrenal gland tumours), Lesko et al. (24) found a
reduction of about S0% n'the risk of endometrial cancer for women Who
smoked at least 25 cigarettes per day; the associat;gn was restricted t‘o post-
menopausal women. No reduction of risk appeafgd either among moderate
smokers (< 25 cigarettes per day) or among former smokers. In the analysis of

the last two reports potential confounders were also accounted for by means of

multiple logistic regression

<

On account of the noticeable inconststencies in published material and of the
large public health relevance of the issue, the present report provides further ’
data on the relation of cigarette smdking to endometrial and breast cancer risk
from an on-going case-control study of breast and female genital traci cancers
‘conducted in Northern Italy. For this investigzi‘tioﬁ, detailed informations ofi
smoking and on other endometrial and breast ,cénceor risk factors were available.

Thus, the role and influence of confounding 'ahd effect modifications could lbe

4

evaluated.
{




MATERIALS AND METHODS

. y
Since 1983, a case-control study of breast neoblas‘hrs and of the female genital
tract (ovary, endomgtrium and ce}'vix) has been conducted in the greg'ter Milan
_area, northern Italy. " | : | b
The design of this investigation has already been described (25-26). Briefly,
trained interviewers identified and questioned women admitted for cancers and
for a wide spectrum of other conditions to university and general 'hospitals of
the greater Miljm area. On the averagé7 less than 2% of the eligible women
(cases or controls) refused to be interviewed.
A standgrd questionnaire (see Appendix D) was used to obtain information on
personal characteristics and habits, gynecological and op§tretical data,a
problem-oriented medical history, history of liretin_le use of oral éontraceptiyes
and otheﬁr female hormones. '
The subjects were asked whether they. were current smokers, had smoked in
the past or were life-long non smokers. The smokers and ex smokers (who had
last smoked at least one year before) were asked the total duration ( in years)
of the h:;bit and how many cigarettes par day, on the average, they 'had smoked.
The present study is based on data collected before f)ecember, i985.
CASES - The cases were women with histologically confirmed breast anq
endometrial cancer, who were diagnosed within the year prior to interview and
Wﬁo were admitted to the "Ospedale Maggiore” (ihcludipg the four largest
teaching and general hospitals)‘to the Obstetrics and Gynecology University
Clinics and to the National Cancer Institute of Miian. All cases were interviewed

in the hospital during first admissiom or subsequent follow-up. Women 75 +

Vs
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years of age were exctuded. There were 1,105 and 357 womeL with,
respegtively, histologically confirmed breast-and endometrial canoér. The

median age was 52 for breast and 62 for endbmetriixm.

CONTROLS - Patients below the age of 75 who we?e admitted to Umversxty or .

‘ general hospitals servmg a catclrment area comparable to that of the hospitals
Where cases had been identified, were eligible as controls. About 90% of controls
(-same figure for cases) were resident within the same\{egion. Lomﬁard;y(,
Potential controls were women admitted for acute diseases other than
malignant, hormonal or gynpcological disorder»sﬂ or, more generally, judged to be
unrelated to smoking or to any of the established or suspected risk factors for
breast and endomet‘rial ;:ancer. . ' , .
/ A total of 1,279 subjects aged 25 to 74 (median age = 56) were int'erviewed. )

~ Among them, 33% had been admitted because of traumatic conditions, 26% for
non traumatic orthbpedic disorders ( mostly low back.pain and disc diso,rders),
15% for surgical conqindhs (mostly abdominal, such as appendicitis or '
strangulated hérnia) and 26% for other illnesses such as eye, nose and throat,
and teeth dlSOfdefS

For estimating endometrial cancer risks, women who had undergone

&
hysterectomy were excluded from the analysis (n= 157).

* A
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- DATA ANALYSIS AND CONTROL OF CONFOUN&)ING —For ev‘aluati'ng effects of an °
exposure factor, the ‘measufe of asspciation consmered was the relanve rlsk
(RR), as esnmated by the odds ratios (27), togemer wnth its 95% A
approxlmate confidence intervals (28). Such estimators were derived {rom data
_strauned for age by the usual Mantel-Haenszel procedure (29). For multiple
levels of e»xpé)sure, significance was a§sessed by 4 two tailed linear trend test
(30).

Other potennally confoundmg ‘variables, including determmants of smoking

!

habits in this populauon angl the major risk factors gor the dxsease studied, were

" examined and controlled for individually using the Mantel-Haenszel procedure '

-(29).

Further, all the identiried potential confounding factors were controlled .

sim.ultan"ebusly bif means of mﬁltiple logjstic fegression, fitted by the method of R
/ﬂaxim‘um l‘ikelihood (27). Included in the regression equations for bre}st cancer

risk'estimates,‘bes:des the smoking—related factors considered, were terms

(selected @_p_mgu and in ordinal form) for the 16 following variables . aée,

marital status, age at-menopause, p'arity. number of livebirths, age at fi;‘sl })frth. |

personallhistory of ben@gn breast disease and of breast biopsies, family history

of breast cancer, body mass index, oral contraceptive and estrogen replacement

+ therapy use. Terms for age at [irst birth, personal histoi'y of benign breast

disease and of breast biopsie's were excluded from models for endometrial
cancer.The logistic equations v.%ere fitted using standard statistical packages -
(31).Pre-menopausal women represented a separate categary in fhe regression
mocel dnd, for multivariate tests for trend, exposures to smoking were.

Ve

ex\preésed on a continuous scale.

LA
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RESULTS .,
BREAST CANCER - In table | of Appendix A distributions of various eharaeterlsncs
are prgsented for cases -and controls. Most varlables show quite close similarities. -
Only slight dxfferences are noted for cases who tended to be more educated o}r in.
the hxghest soeial class reported older age at fn'st birth and were less requently,
multiparous or in post menopause Personal or f amily history of either benign or ,

malignant breat dlseases ‘was more often evoked by cases. -

In table 2 (Appendix A), are compared the smoking habits of breast gancer

) pauents and the control group A total of 72.4 per cent of the cases and 70.4 per
cent of controls reported never having smoked. Among ever smokers around 7
per cent of cases or controls were ex smokers Less than 2 per cent of elther cases
or controls were cl,assrf ied in the heavy current smoker group (_> 25 crgarettes ‘

per day). With women who had never smoked as reference category, the age-

" adjusted relative rZ«;k of breast.cancer for ex smokers (who had smoked at least

one year before) was 0.99 (95 % CI = 0.71—1,39) and the overall relative risk for
all current smokers together was 0.85 (95% CI = 0.70-1.04). When simultaneous

" allowance was_made for: the!16 major identified potential confounding factors, the

overall point es}imate for current versus never smok?h‘was 0.74, with 95%
confidence interval 0.62-0.92. The lower risk estimates.from multiple logistic

regression, as compared with age-adjusted ones, was chiefly explainable in terms

" of social class/(as confirmed in table 3- Appendix A) which were positively related

- both with smoking and breat cancer risk.

X

N .
In table"3 of Appendix A, separate age-adjusted relative risks are shown for

current smoking in various strata of the covariates listed in table 1. For most
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covariates, the relative risk estimate,g were negative accross strata, thus shdwing

'no important interactions. The-overall Mantel-Haenszel estimates varied between

0.76 for education and 0.92 Tor age at first birth, and the 95% upper confidence
limits were‘generally close to unity. When attention fs focused on m’enopausal
status, there was a stronger significant negative association in the risk related to-
current smoking among pre orin menopause woinen (age—adjusted RR =0.72;
95% CI 0.53-0.97) as compared with post menopause women (RR = 093; 95% CI =’
071-1. 13).

Among current smokers of 1 to 14, 15°to 24 and 25 or more cigarettes per day,
the overall age- ad)usmd relative risk estimates Were respectively 0.86, 0.82 and

0.58. This negauve trend in the relations between smoking and breast cancer risk

‘persisted after sunultaneous allowance for the 16 identified potential

“ conroundmg f actors using multiple logistic regressmn The multivariate trend of

decreasmg risk with mcreasmg number of cxgarettes smoked was statlstlcally
significarft (X2, ex smokers excluded, =9.44; p=0.002). -
Breast cancer risk esumates accordmg to smokmg habits, adjusted for age and for
each individual covariate, are also presented in gbles 4 10 17 (Apgendix C). The
negative trend shown in table 3 (Ap’tpendx.x A) 18 also confirmed for each
covariate, with no substantial difference .accross the tables. Although current
smokers were lighter than non smokers also in the present study (67 6 per cent
of smokers versus 55 9 per cent of non smokers had'body mass index < 25), there
was no evidence that the effects of smokjng,Were confounded by Quetelet index
of body mass. Similar considerations apply to'a variety of other breast cancert risk
factors, including age at menarche, age at first livebirth, famity history of breast -

cancer, history of benign breast biopsy or disease and exogenous hormone use.

]
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-
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_ ENDOMETRIAL CANCER - és com‘pai'ed to controls, women with endometrial cancer

were more frequéntly multiparous, had greater hody massgndex,= were less
educated, were less frequently evér users of estrogen replacement therapy of
had a lat'er menopause (table 1 of Apper;dm B). o . |
In tablé 3 (Appendix B) are examined effect modifications of smoking by 7
covariates. AIL estimates were significantly below unity, comprised between 0.42
for, parity and 0.53 fof body mass,mdexj There was no substantial difference in,
the risk associated with current smoking according either to education, marital
status, body mass indes or esifogen replacement therapy.

Cases and controls were al:;o compared according to smoking status ;fd level of
cigarette exposure (Table 2 - Appendix B). The age- ad;usted relauve risk of ~
endometrlal cancer was 0.82 (95%,CI = 0.49-1.35) for ex and 0.45 (95% Cl =
0.31-0.67) for current smokers. However, among current ‘smbkers there was no
evidence of a dose-risk relationship (point estimate = 0.44 for < 15 cigarettes per
day and 0.48 for => 15) Similar comparisons were made in tables 18 to 25
(IAppendix C) for each single covariate, although, for descriptive purpose, details
were given also for subgroup smoking => Z5 cigarettes per day. Estimates were in
close agreement with those {rom table 2 1n Appendix B. Furthermore, results
[rom the siratified analyses were consistent with those derived [rom a '
élulti;fari‘ate approach, which adjusted simultaneously for indica-t;ar‘s for age,
socio-econoniic status (social class and education), gynecological z;nd obstetrical
history, exposure 10 exogenous estrogens, f ammal cancer history and obesity

(table 2 of Appendix B) The negative relation bet\veen endometrial cancer risk

alhd smoking was not materially modified ( multivariate risk for current versus

“never smokers = 0.46: 95% CI = 0.30-0.70).

1z
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". GENERAL DISCUSSION AND CONCLUSIONS oy | !

This study showéd ihat current smbking is negaiively asgociated“with the risk of
breast and endometrial cancer. Our findings are consistent with other B
in\(estig'at'ions on.breast (5-65 as well as on endometria; cancer risk (; 7-19, 24).&
As previou,slgl suggested, our multivariate relative breast cancer risk e.stlmates
indicated a 26 % reduced risk for current smokers, with a95% confidence interval
of 8>t‘o 40% and a statistically significant trend gf decreasing risk with increasiﬁg
cig;rette usage. As showed by Vessey (5), ex smokers had a relative risk close to ,
unity, whereas the highest protection (twofold decreased risk) appeared in the
heaviest current smoKer group (25 or more ’cigarettes\prer day). Our, results,
however, are in contrast with other investigations (7-10,12, 16) that failed to find
such an association for breast cancer. , - ‘ ’-

Our mvestxganon suggested an even greater protection by smokmg against

) _n_qmuﬁn_g; with an overall reduction of about 50 per cent in risk for

women who currently smoke. However, there was no evidence of a trend of
decreasing risk with increasing number of cigarettes among smokers, although
estimates for former smokers were also close to unity. .

The relationship between endometﬁtal as well as breast cancer and smoking could

be mediated by estrogen hor mone levels which are reduced among smokers as

_compared.with never smokers (1). This hormonal hypothesis is consistent with

effect of smoking on other estrogen-related phenomena, i.e. age at menopause
and bone density However, the precise role of estrogens in the ettology of breast
cancer remains uaclear. Some data (11) tend to suggest a non unifor m role for

N 4

smokirg with effects that may depend on other factors like menopausal status

and parity. :

4

1%,

A
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It is unlikely that recall bias cons1derably influenced the present nndxngs At the
time of data collection, thé p0331ble assocxanonhtween cigarette smoking and
gynecologic cancers had not yet gmned’wxdespread attention ih the lay press in
Itely and was almost certainly unknown to the large majority of the supjects
interviewed as well as to interviewers. Confounding bias is also unlikely since
simultaneous adjustalents for the major distorting factors and other major risk

factors for endometrial and breast cancer did not materially influence risk

IS

. estimates.

Paﬂicipation rates in our study were.over 98%, controts were admiued for acute
&

diseases requiring hospitalization and judged t‘o be unrelated thh smoking and -

there was no considerable difference in smoking preoalence among various

-diagnostic subcategories of controls. Nonetheless, it is,sull possible that the ;_,

associati;)n that emerged in this etudy is gartly or totally due to generalized
artifactually raised smoking prevalence among' hospital controls This bias might
be created for mstance by a prolonged hospital stay among smokers, even when
admitted for acute non smoking- related conditions, thh a consequent greater
probability of being interviewed. However, data from the 1983 National Health
Household Survey conducted by the [talian Central Institute of Stattstics (ISTAT1
_(32) do not suggest this view, since the duration of hospital stay was comparable’
for smokers and non smokers. ’
It 1s further reassuring that, from a companion study conducted with similar
methodology and criteria of selection of cases and controls, emerged an elevated
risk of cerweal cancer 1 smokers (fmuftivariate risk for current vs never smokers
= 1.80) (33) It is still possible that the positive association between cigarette
smoking and cervical cancer was indeed undefestil;laled within the framework of
Lhis case- -controk surveillance conducted in Northem [taly, and that the negative

relation with endometrial and breast cander was partially or totally artefactual.
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The larger estimated protection for” endometrial cancer, as compared with breast

neoplasms, might therefore reflect a stronger estrogen dépendency of

~

- endometrial epithelium.

Thus, the findings of this study, however clearly unconclusive in termsﬁor precise s
risk aé_sessment and public health implications, are of intér,est sinee‘;hey' may

heip clzirll’y hormonal correlates of endometrial and breast cancer and add

R ‘e ¥
. Turther data to the current debate of smoking and estrogen-related digease. It is

in c;ur qpir'l_ion irnpossible to distinguish between two different interpretatjons:

- either female hormone correlates of smoking ( ie' the reduced levels of the three
major endogenous estrogens) affect breast and endometrial cancer risk (4,4) or a

" generalized uncontrolled bias is present in various dlagnostlc subqategorles of ‘
hospltal controls, pmducmg spurious unqerestmates of the relative risk. Further,
our results indicate that the potentlal modlfymg or conl'oundmg effect of smoking
should be considered in T urthe_r epidemiologic'research on estrogen-related

-

neoplasms. SR . g
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" Datafrom a case-control igvestigation conducted in Milan, Italy werf analyzed

to eva!uate the relation between smoking habits and the rxsk of breast cancer. A
total of 1,105 cases of breast cancer was compared to 1, 279 controls admitted

for a large spectrum of acute conditions to major University .or general Hospitals -
in_the greater Milan area. Compared with never smokers, the qge-gdjusted

relative risks were 0.99 (95% confidence interval (C=0.71-1.37) for ex

smokers, and 0.85 (95% CI = 0:70-1.04) for, current smokers. Among current
smokers, the risk estimates were 0.86 for less than 15 cigarettes/day, 0.82 for

15-24 and Q.58 for over 25. Allowance for several identified potential

_ confounding factors including age at nﬁene’pause, other major risk factors for

breast cancer and indicators of socio-economic status failed to explziin the
negative assomati_on between smoking and breast cancer, and the multivariate
trend of decreasing risk with incréasing number of cigarettes smaked was
statistically significant (X2 = 9 44; p= 0.002).

\These findings may be explained in one of two ways: either cigarette §moking

[

does affect breast cancer risk, possibly through modifications of estrogen levels,
L ‘ , .
or a generalized uncontrolled bias is present in various diagnostic subcategories )

" of hospital controls, producing spurious underestimates of the relative rtslgf

f - .

*

' .o S22




A report by Mac Mahon et al. (1) of lo‘;zer urinary estrogen levels during the
Iuteal phase of menstrual cycle in women who smoke thag in non smoliers raised
widespread interest on the potential influence o{ smoking on estroge‘n-relaled
neoplasms, in par'ticular breast and female genital tract cancers In a review on
smoking and estrogen—relgted disease, Baron (2) found considerable '
inconsiste;ncies in eprdemiological data of smoking and breast cancer Ard’ong the

© F .
10 case-control studies considered, five showed a reduced risk among smokers,

“though only in two of them (3-4) did the negative association reach statisiical

sigruficance
Additional studies were subsequently published Smithel al (5} compared 420
breast cases 10612 general population controls Ar ter ad;usﬁnem for age and a

wide range of potential confounders, smoking was not significantly related to lhe

: developmenl of breast cancer (relatxve risk «099; 95% Ci-097-102) -

Rosenberg et al (6) compared 2,160 cases to hospital controis'admitted for other
cancer sites (ovary, arge bowel, melanoma, lympho -reticular neoplasms ) Np
signi{ 1cant association was f "di etther for current smokers of any aﬁount
(RR=1.1,95% CI =0 9-1'3}) or for smokers of 15 or more cigarettes per day
(RR=1.0,95%CI=08-1 5} Evidence against the hypothests that smofing may

reduce the incidence of breast cancer by as much as 20% (1 )bpersisted even after

‘ al!owance was made for all identified potenual con!oundcrs

Lnk Lwise, 1n the data repoﬂteh by Le etal (7) from a case-control sludy ol' 500
French women wuh breast cancer gnd 945 controls recruited in 66 bnvate

surgical clinics and by Porter el al (8)rrom two case-control investigations
. ) . .

¢
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including a total of o.vet 360 breast cancer cﬁses and 430 controls recruited in
surgical ¥ards'and a brepaid medical plan, respective‘ly no significant )
assocxatnon emerged between smoking and breast cancer.

Data or the Canadian Nat:onal Breast Screening Study, analyzed using a case-
control study design (9), showed among pre-menopausal women (49 cases and
contrqls) a twofold increased risk of breast cancet detection  (RR= 2.1, 924 CI=
1 1-4.0) for ever versus never smokers and a dose-response gradient with
increased exposure. No overall association was evident among post—mempau;sar
women (71 casésand 220 contrbls). q \ |
Additional data were also provided by Lund ( 10 ) on the dose- relanonsmp
between smoking and estrogen-related diseases rrom a prospecuve study of
13,998 Norwegtan women 2359 incident breast cancer cases -were.regxs‘é:od
during a 'IZ-year rollow—u)p. Thé rate ratio for current smokers vs 'nevei'
smokers was 0 84, but there was a pbsgtive linear relation with the amount
smoked‘dduy“‘relanve risks were 0 62 for those smoking | to 9 cigarettes/day.

1 24 for smokers of 10 10 19 cigarettes/day, and 1.56 for smokers of 20 "
cxgérettes‘/déy. Thus, these result¥ did not support the hypothests of a protective
effect of smoking on breast cancer risk. . |
Berkowi{z et al. (11) in a large hospital-based case-control study (958 cases and
1,062 controls) conductediin Connecticut, noted for the first time a negative |
associat*dn adjusted for age and Quetelet's iﬂdex, between current cigarette
smo}mg and benign breast diseases such™as.fibrocystic lesions and/or
fibroadenomas. A strong neganve assoc:anon was also reported-between current
cigarette use and.the occurrence of two rare lesmns which have been foynd to
have an increased malignant potential, i.e. atypical lobular hyperplasia and

papillomatosis of the breast (12,13)..
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Finally, the relationship of smoking to breast cancer risk wasrecently

, investigaieé by Brinton (14) in a case-control study involving 1,347 patients and
1930 control‘s recruited through a nationwide breast screening program. The risk
was not affected by smoking (RR = 1.2; 95% CI = 1.0-1.4). This study did not
éupport the association of smoking with a reduced risk among naturally

‘ 2

menopausal women (RR =1.06; 95% CI = 0.8-1.3). Also surprisingly, no general

.
L i b otr o et b

evidence emerged that smokers experience an earlner menopause lhan non

smokers even within the heavy smokmg group

e S

’

On account of the noticeable inconsistencies 1n published material and of the large
?

pubhc health relevance of the issue, we examined the relatnon between cxgareue

smoknng and bﬁeast cancer risk using data r roma large case -control study 1
conducted in Northern Italy o ’ N
~ ° N N . :!
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. ) i
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SUBJECTS AND METHODS

Since January l§83, we have been conducting a case-cofnrd study of breast
cancer The general basis of this tnyestigation has already been reported (165.1'6).
Briefly, trained inlegwewers 1déntified and questioned women adn’zitﬂted for
breast cancer and for a wide spectrum of other condilions to unversity and '
general hospitals 6r the greater Milan area. Less than ?% of the eligible women
(cases or controls) refused to be ihterviewed. . ~ * .
A standard quegtionnaireﬁwas used to obtain infor mation on personal
haracteristics and habits,_ ga}necologxcal and obstetrical data, a problem-oriented
S]edical history,.hislory of lifetime use of on‘-aj f:ontraceptives and other female
hor mones. Fhe subjects were asked whether they were currfent smokers, had
srﬁoked ip the past or were life-long non smokers. Thq smpkers and ex smokers
{who had last sn}oked at least one year before) were asked the total Huration of
their habit (in years) and how many cigarettes per day, on the a\iérage. they had
smoked. < -
The present study is based on data obtained ber:ore December, 1985.

P
CASES- The cases studied were women with histologically confirmed
breast cancer, diagnosed within the year pri:;r to interview and who were
admitted to the "Ospedale Maggiore™ of Milan (including the four largest tedchipg
and general hospitals in Milan) and to the Natwonal Cancer Institute of Milan. All
cases were interviewed in the hospttal during first admisston or subsequent
follow-up A total 1,«\105 women below the age of 75 are (ncluded n 4he present

analysis The median age was 52 years, and 437 cases (40%) were below SO years

of age. _ -
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. CONTROLS- Patients below the age of 75 who were admitted to unrversity or t
general hospitals (within the framework of the "Ospedale Maggiore", the largest .
hospital in Milan), serving a catchment area comparable to that of the hospitals
where cases had been 1dentif 1ed\, were eligible as controls About 90% of the cases
and of q&ntrols were resident within the same region, Lombardy. Potentiai
contrQI; were women admitted for acute diseases other than malignant, hor monal
or gynecologtcal dxsorders of. more generally, diseases ;udged to be unrelated to
smoking or to any of the.es{ablished or suspected risk lactors for breast c;mcer.

A total of 1.279 subjects aged 2510 74 ( median age = 56 years ) were
* interviewed Among 'L'hem, 33%-had been admitted becausc of traumatic
conditions, 26 %'ror non-traumatic orthopedic disorders (inos%lir low back '
pain and disc disorders), 15% for syrgical conditions (mostly abdominal, such as

. acute appendicits or strangulated hernia), and 26%’ for other illnesses suchﬁas

eye, nose and throat, and teeth disorders

!
A

* DATA ANALYSIS AND CONTROL OF CONFOUNDING - Odds ratios ( as
estimatocs of relative risks) (17); together with their 95% approximate conlidence
imtervals (€1) (18) were computed ffom data strgtméd for age by thc; usual
Mantel-Haenszel procedure (19) Tests for linear ttend in risk, where appropriate,
were done by the method given by Mantel (20) . ® ‘

Other potentially confounding variables.@ng determinants of smoking and
me'major risk factors for hreast cancer, were exa incd qnc; conlrolled for
indtvidually using the Mantel Haenszel pmcedm_Slf)) Further, all the dentified
potential confouridmg factors were controlicd simultancously by means of
multiple logisitc regression, fitted by the method of maximum Lhkelthood (170
Includ=d siaultaneousty in the rcgrcsﬁsmn equatmns,abc&dc% the smoking related,

\ factors considered were terms f(selected 3 priortand inordinal form) for the 16

°
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rollowmg vanables age, marital status, educatlon social class, age at menarche,
menopausal status age at menopause, parity, n(%ber of livebirths, age at lirst
*-  birth, personal history of benign breast disease and of breast bnopsnes, fatmly
mstory of breast cancer \body mass index, oral contracepuve and estrogen
replacement therapy use. 5rhe logistic equations were f xtted using standard

- statistical packages (21).




"Intable 1 chdracteristics of breast cancer and controf subjects are presented.
. Cases tended to be more educated, ’in the highest social classes, reported older
; ageatf ir-st birth and were less requently multiparous or in post menopause.
Furthermore, cases repoffed more [requently a personal history of a benign
? . bréast'disease' or of breast biopsies ) '
"The smokmg habits or patients with breast cancer and of the control group are
compared 1n table 2 Wn.blwomen who had never smoked as the rerer-ence
o category, the age-adjusted relative risk of- breast cancer for ex smokere (who had
last smoked at least one year before) was 0.99 (95% CI = 071-1 39) and the q
) " overau re~lative rxsk for all current smokers together was 085 (95% CI = 0.70-
¢ . 1 04) When simultaneous allowance was made for the 16 ma;or 1denuf ted
' poténtial confounding factors the overa!l point estimate ror curfent vs never
smokers was 0.74, with 95% confidence interval 0.60-0.92. The lower risk |
esgimates from multiple logistic regressxc;?: as compared with age-adjusted ones
3 . Waschiefly explainable (n terms of social‘clas's indicators, which were positively '
) related both with smoking and breast cancer risk ”
Among current smokersof 110 14,15 t% 24 and 25 or more cxgareﬂ/ per day
the relauve rlsk estimates were respecuvely 086,082and 058
. = This neganve trend 1n the rdlation between sthoking and breast canger risk
M persisted after ‘sm}uuaneous allowance for the 16 identfied potential
cdnfoundmg factors using multiple 1(;gxstic }eééession and the multivariate trend

N * of .decreasing risk with increasing number of cigarettes smoked was statistically

. ‘ signifivant { X2 |, éx sWded, =944, »p ‘.0’002)' K
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In table 3 separate agesadjusted relative risks are als0 shown in varjous strata of |
the covariates listed in table 1. For most covanates the assocxa!uon between
current smoking and risk of breast cancer was negative accross strata, thus
showing no important interactions. “The overall M'amel—Haenszel estimates varied
between 0.76 for education and 0.92 for -age at nrst birth and the 95% upper

°

conndence lumts were generally close to umty o
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This study showed a negative association-between current smoking status and
. ’ ~ \
risk of breast cancer. The multivariate relative risk-estimates suggest a8 26%

reduced risk for current smokers, with a 95% confidence interval of 8 to 40% and
o a statisticaily signif icant trend of a decreasing risk with incrt:asing cigarette \
usage. As show'h‘in a previous siu'dy (3), ex smoicers had a relative risk close to o
. unity, whereas the highest protection (tworold decreased risk) appeareid in the
heav1est current smoker group (25 or more Cigarettes per day)
It ts unlikely that recall bias consrderabiy influenced the present findings At
the time of 5§ta collection, the possible“asféociation between cis?rette smoking
;o ’and breast cancer had not gained wioespread attention in the lay press in 'ltaly. >y

—

and was almost certainly unknown to-the large majority of the subjects
r

wntervuewed aswell as to mtervxewers
Confounding bias is also unlikely since allowance was made for several
covariates, including menopausal status, age at menopause or other major

'« dentified risk [actor§ for breast cancér )

However, the possibility of selection bias cannot be easily discarded. Although the
partncxpation rate was over 98%, controls were admitted for acu&e diseases
requxrmg hospiializauon and 1udge?xo be unrelated with smoking, and there was
no considerable difference in smoking prevalence among various diagnostic
subcategories of controls, it is stilﬂpossible’\that an association of the size that
remerged in this study is partly or tolaili' due to &eneraiized artifactually raised

’ smokmg prevaience among hospital controls. Such a bias might be caused, for ‘

- instancs, by a proionged hospnal stay among smokers, with consequem greater

probability of being interviewed. However, daia from the 1983 Nationaf Health

«
~
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Household Survey conducted by the Italian Central Institute of Statistics (fSTAT)
(22) do not suggest this view, since the duration of hospital stay was comparable
for smokers and non smokers. It is further reassuring that a companion study

| conducted on the same population with similar methodology and criteria of
Selection of cases and controls snov}ed elevated risk of cervical cancer in smokers
(23). , | " K

The less restrictiue nature of our oLntrol group, which igcluded a broad spectrum
of acute conditions, as compared with Rosenberg et al. ( 6) choice of other cancer
patients a; controls, may have contributed to reduce the potentlal bias-toward a
negative result evoked by Ba;'on (24). Nevertheless, it is still possible that the .
moderate negatxve relation with breast cancer is partly or totally artef actual and
that the posmve association between cigarette smoking and cervical cancer (23)
was indeed underesnmated on accounit of selection bias.

Thus, though the present [ mdmgs are of clear interest ukt‘he current debate of
smoking and estrogen-related dlseases it is in our opinion ,

1mpossxble to distinguish between two diff erent mterpretauons either female -
hormone correfates of smoking (ie., the reduced levels of the three major '
endogenous estrogens) affect breast cancer risk (1,2) or a generalized
uncontrolled bxas is present in various dlagnosnc subcategories of hospital )

controls, producing spurious underestimates of the relative risk. -




TABLE 1 - J.

. o L ¥ -

P ' Aggis’ﬂﬁ OF WOMEN W
- A CONTROLS ilan, Ital 9 -

N

’ : %.(NJ¥ : ¥ (N} '
(AGE (yrs) o
0 11'5(127) ~ 146(187) .
40-49 28 1(310) 18.6(238)
50 60 4(668) 66 $(854)
EDUCATION tyrs) .
«7 : 53 7(610) 63 6(790) )
.7 o 44 3(486) ¥ a(453)
. I (highest) " To122013%) - .. 80(102) '
1L, | . 412(455) 31 6(404)
V-V Uowest) . ‘ 319(353) 36 4(466)”
UNDEFINED 1471620 . 24 0(307) °
MARITAL STATUS , . '
Never married . . 14.61161) . . 138(176)
Ever married - ‘85 4(944) . 86 2(1103)
, BODY MASS INDEX(kg/m’) P i c N .
1) . 108(118) 13.8(176) .
20 <25 ' v 48.7(533) . ) 453(580) -
25 <30 ‘ 289(316) 30 2(385%)
“30 117(128) 10 5(134) .
AGE AT.MENARCHE (yrs) \ v T
-1 16 3(180) - 187(239) . ‘
12-14 ' . 675(743) 61 4(783) _ _
-3 16.1(178) 20 0(254) .
0 - 198(219) 20 0(2364 _— |
1-2 37 3(633) » 33 8(688)

w3 ! 229(253) . 22€335)
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TABLE 1 ( continued) "
- ) .‘ /c

CHARACTERISTICS CASES ONTROLS

g (N % (N
) . = -

AGE AT FIRST BIRTH (yrs) b . s
=19 4.1(36) o 8 4(86) "
2024 .- 359(318) - \ 41 1(419)

25-29 / 395(350) e 346(353)
-3 - 205(182) 159(162) A

MENOPAUSAL STATU , '
PRE + IN . 395(436) . 326(417)

POST 60 5(668) 67 4(861)
" AGE AT MENOPALSE (yrs) $ 7 '
Y 75(51) 7 1(62) -
40-49 43 3(296) 471(413)
=50 492(5336) . 459(401)
ERSONAL HISTORY OF BREAST BIOPSIES. L
NO ® ©627(1024) 0% 4(1258)

YES 7 3(81}) 16(21)

PERSONA HISTORY OF BENIGN ISEASE . ,

NO i « ¢« 869(960) 93 4(119%) -
I B 131(143) - . 6 6(84)

AT 1

FAMILY HISTORY OF BREAST CANCER
NO - » - 88 0(972) 948(1213) ®
YES | g  120(133) : 52(66)

'USEOF ORAL CONTRACEPTIVES . ' . .

NEVER T, 906(1001) 927(1186) -

EVER L 94(104) * 73(93)

NEVER . . 92 .8(102%) . 958(122%)

EVER - - o T80y " 42054) -

&

* “The number of tases and coatrols are shown in parentheses.dn some items, the -
sum of the strata does not add up to the lotal due to 2 few missing values, "o

> e ’ - . ’ \34



O T ABLE ' 2

&&WMQA&CE&ACCQLINLMNQW
*  OF CIGARETTES SMOKED PER DAY Milan, Ital*, 1983-85.

distorting factors
* Reference category

- a 1

: . , ) e 2
NEVER , EX ALL QLTRRM%WM antremn‘
_ smoker smoker SURRENT <15 15-24 - => 25
N(%)-  N(3)  N(s) N(%)_ - N(%) N(3)
Breast N ]
cancer 800(72 4) 75(6 8) 230!2}7 8) . 141012 34 777 0) 12(1.1)
Controls SO1(704)  $5(66) 293(230) 172(134) 9977 22(1.7)
bi"'H b \ ) o
Adjusted . 0w 05 086 , 082 058 355
(95% CI) T T3 (070-104) (068-1 10y (050-113)  (029-117) (p=0.06)
Multivariate ¢ - "1+ 051 074 52 05" 039 9 44
RR (954 CI) t057-1 44) (0 50-0 921 (0 63-106) " (0 45-0 94) (0 13-083) (p <0.01)
. _ Y \ *
a- ‘Ex«smokgrs excluded based on three levelsof exposure 0 15 - 15 cigarettes/day °
. b Indicates Mantel-Haenszel procedure adjusted for age -
¢ Estimates from multiple Jogistic regression allowance was made for 16 identified potential l
at
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‘ C o . TAﬁ L E ‘3.

RELATIVE RISK OF BREAST CANCER (CURRENT VS:NBVER SMOKERS)

) FOR SELECTED COVARIATES. Milan, Italy, 1983-1985.

* COVARIATE .. cA/co* *  RRS(95% Confidence interval)

GE (yrs ' o
<40 E 120/173 . . 058(0.36-0.95) i
40-49 ‘ 288/228 0.89(0.61-1.30) -
=50 6227793 0.94(0.72-1.24)
M-H “Adjusted . 085(0.70-104)
u EDUCATION (yrs) - .
<7 . SB3/748 081(061-1.09)
-7 , 438/410 ¢ 072(0.54-0.96)
M-H *Adjusted . . 0.76(0.62-0.94) '
SOCIAL CLASS & S o
I-11 (Highest) 114/88 1.17(0.65-2 10)
I’ 424/374 0.63(0.46-0.86)
1V-V (Lowest) - 337/447 - 0.69(0.47-1.00) .
. UNDEFINED . 155/285 1.18(0.72-1.96) "f
M-H *Adjusted . : 0.78(0.63-095) .
. . A4
MARITAL STATUS : : o
EVER MARRIED 880/1033 0.90(0.7371.13) .
. NEVER MARRIED 150/161 0.58(0.35-0.96) .
M-H “Adjusted | 0.83(0.68-1.02)
: : - ,
BODY MASS INDEX (kg/m?2) ‘- '
‘ <20 1087161 . 0.39(0.23-0.67)
> 20 <25 494/535 0.84(0.63-1.12)
' = 25 <30 297,368 1.55(1.04-2.31)
=> 30 1217127 “0.56(0.29-1.09)
M-H.*Adjusted * 0.85(0.69-1.04)
.- AGE AT MENARCHE (yrs) a - \
o - ST 168/219 . 0.89(0.58-1.37)
12-14 692/731 1~ 0.94(0.73-1.22)
C "o 15 . 168/241 -0.49(0.29-0.83 )
M-H * Adjusted l _ 0.84(9.69-1.03)
/\7 36
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o
‘ F

PARITY / , ,
0 2037235
1.2 588/644
-3 ‘ .- 239/315
. M-H *Adjusted
W@fq)
< 20 34/77
20-24 295/392
25-29 3347339
- 30 . 164/149
M-H *Adusted _
MENOPAUSAL STATUS |
PRE - IN - ' 403/396
“POST . 626/797 -
M-H .Ad;usted
AGE AT MENOPAUSE (yrs)
;40 : 47/57
- 40 593/75%

M-H gAdjusted

< . !
PERSONAL HISTORY OF BREAST BIOPSIES

NO 955/1174
YES 75/20

. B e
M-H Adju.ﬂed

PERSONAL HISTORY OF BENIGN BREAST DISBASE °

- NO ~ 89671117
YES . 134/77

M- Adjusted
me

91471136
YES 116/58
L4

M-H *Adjusted - .

0.63(0.41-0.96)
0.71(0\55-0.93)

- 1.84(115-2.92)°

083(0 68-101)

076(0 29-195)
077(053-1 1)

1.07(0.72-1 58)

1.05(0 62-179)
092(073-116)

072(0 53-097)
0931071-123)

- 0830 6R-101)

031¢0 10-094)
10000 76-1 32)

093(071-1 21)

T 08300 68-102)
114(0 38-398) .

084(069-103)

i

0 80(0 65-0 99)
0,89(0.484;63)

08110 66-099)

084(0 681 03)
0359(0 29-1 20)

0B1(0 66-099)




-

—

- + TABLE continued 2

' ORAL CONTRACEPTIVE USE
NEVER . 937/1107
" EVER . ) 93/87
M-H Ad;usted ’

0.88(0.71-1.10)
0.51(0.28-0.92)

' 0.83(0.68-1.01)

ESTROGEN REPLACEMENT THERAPY
NEVER 954/1146
EVER | " 76/48

M-H *Adjusted

" 0.81(0.66-0.99 )~
1.14(0.48-2.7 1)

0.82(0.67-1.01)

" are doe to a fRw missing values

®  Relative risk estimate adjusted for age (only in eaech stratum of varmus
covariates considered)

Indicates Mantei-Haenszel overall estimates adjusu;d for age and for each
single covariate

& Based on the head of the household's occupation

4
+ Number of Cfs/Number of controls, in some items, differences between totals
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.Therefore, this negative association 1s perhaps explained in terms of reduced

The risk of endometrial cancer in relauon 1o cigarette consumpuon was

evaluated in a hospital- based case- control study of breast and genital neopla‘:mq
conducted 1n ~Mnlan northern Italy For the presént analysis, 357 women lcaﬁes)
with mstologxcally conf 1rmed endomemal cancer were compared to a group of

l 122 women (comrolq) admmeMor a large spectrum of acute conditions
unrelated to smoking or to any of the known or potenual risk factors for
endometrial cancer Compared with never smokers, the age-nd}usted relative risk
estimaies were for current 0 47.(95% confidence mterval (CI) = 0 32-0 69) and
082 ( 95% CI = 049-1 35) for ex-smokers The negative association of

endomemal cancer with current qmokmg was not influenced by menopausal

status as well as by other major identified potential confounding [ acmrs 1e s

menstrual and reproducuye history, body mass index, oral comracepttve ‘or
estrogeﬁ replacement therapy use and family gynecologic cancer history .

»
conroundmg factors did not n'iaternally influence the risk c«;umatce (multiple

Consequenuy smullaneoc‘allowance for the major identified pmenual
loglsuc relative rlsk 0 46; 93% Cl =0 30-0 70) However, there was no evidence
of a dose-risk effect since the relatrve risks were similar in moderate and heavy

smokers The present study confirms that smoking1$ less frequent n cases

hospitalized for endometrial cancer than 1n a comparison group of patients with’

non smoking -related acute conditions. It was not possible to show that this
finding was incidental and was due (6 confounding or other obvious bias

b

estrogen levels 1n ;molgers. though the influence and the jmportance of some

o

.uncontrotleq setection bias (dug for instance to longer hospital stay of smokers

7
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be ruled out.
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Since Mac Mahon et al. (1) demonstrated a r'ed'uce'dn excretion of endogenous -
estrogens in urine sampled from- women who smoked as compared to non
smokers, several investigations were tonducted to study the influence of smoking
on risk of cancer of the breast and thedemale reproductive organs as well és on
other estrogen-dependent phenolmena. for example os.teoporosx’s and age at
menopause o
Baron (2)‘rece'ntly reviewed and summart?d the results from the most refevant
studies on ihis topic. All-reports {3-5) relsed to non fatal endometrial cancer
showed a negative association between smoking and endometrial cancer, though
statistical significance was achieved only i one of them ( 3)*On the contrary,
results quoted from two en(.iometrlal cancer dedth studies (6,7l suggcsted{, if

anything, a non significant increase of risk in smokers
q

. ' 8 .
Three additional studies were published subsequently to Baron s review Smith

et al's data (8) from a population-based case-control study showed a decreased:

non sxéniﬁcant risk for current smokers (RR= 081, 95% Cl = 0 44-1 50)

Estimates were adjusted for major potential confounders Tyler et al (9) also

. investigated 437 endomemai cancer cases and 3,200 pop&atxon hased control

subjects under age 55 No association was shown between cigarette smoking and

the risk of endometrial cuncer

Finally, in a hospital-based ;:ase ~-control swdy of 510 women withi endometnal

cancer and 727 .controls wnh other neoplasms (colorectal, melanomas. N

.lymphoretlcular thyroid or adrenal gland wwmours), Lesko et al (10) found a \g-

reduction of about 50 per cent 1n the risk of endometrial cancer for women who
smoked at least 25 cigareties per day: the qssocmhon was restricted (o post-

menopausal women No reduction of I_x.s\k appeared either among moderate
- ’ ‘ [
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¢ .
smokers («<25 cighrettes)day) or among former smokers. In the analysis of the
last two reports potemxal conf ounders were also accougted for by means of
multiple logistic regressmn ' .t
The present report provides f urthef data off the relation of cigarette smoking {0
endometrial cancer risk from an on-going case-controf study of breast and female

genital tract neoplasms conducted in Northern Italy.

»

SUBJECTS AND METHODS

«

Since 1983, we have been conducting a case-control'study of neoplasms of the

female genital tract (ovary, endometrium and cervix). The design of this

-~

investigation has already been described (11,12). Briefly, trained interviewers

1denm‘ ted and questioned women admitted for cancers and for a wide spectrum

of other conditions to umversny and general hospjtals 0 -the greater Milan area.

/\S\tl‘ae average, less than 2% of the eligible women (cases or controls) refused to
be to.ervxev»red.'\x’l ) \ , -
st

A standard questionnaire was used to obtain infor mation on personal

characteristics and habits, gynecological and obstetrical data, a problem—drienfed

~

e sub jecté weére asked whether they were current smokers, had smoked in the

medical history, history of lifetime use of oral contraceptives and other female

ormones ° ' ’ _ .

past or were life-long non-smokers. The smokers and ex-smokers (who had last
smoked at least one year before) were asked the totdl duration (ig years) of the

habit and how many cigarettes per day, on the average, they had émoked.

- The pr:esent study is based on data obtained before December, 1985.

CASES - The cases were women with histologically confirmed endometrial

cancer, who were diagnosed within the year prior to interview and who were
"
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a(tmitted to the Ospedale Maggiore (including the four largesf° te&éhing ;.nd
géneral hospitals ) , to the Obstetrics and Gynecology University Clinics and to the
National Cancer Institute of Milan. All cases were interviewed in the hospital
during first admission or subsequent follow-up. There were 357 we’men below
the age of 75 with ﬁistologically confir med diagnosis of caﬁcer" of the , il
endometrtum who met these crttena The median age was 62 years ' /

] _QHIBQL& Pattems below the age of 75 who were admitted o universny or

géneral hospttalsa(wuhm the rramework of the "Ospedale Maggzore tpe Iargest

“hospital Mtlen serving a catchment area comparable to that of the
where cases had been identified) were eligible as‘_ controls

About 90% of the cases and of controls were restdent of the same regio
Lombardy | ' c

Potential controls were women admitted for acute) diseases other than. .

! )malignant, 2)hormonal or 3)gynecologzeal or, more generilly, 4Jjudged o be
unrelated to any of the estabhshed or suspected risk factors mr endometrial . ,

neoplasms and to smokmg Women who had ui‘idergone hysterectomy were

-
7

.~

.excluded from the analysxs (n= 157)
Of this inal control series (1,122 pattents) 32% had been admitted because of
traumatxc conditions, 25% for non-traumatic orthopedic disorders (mostly fow 7

back pain and disc disorders), 15% for surgical c(mditions (mastly ubdomxﬁal"’such '

as acute appendicitis or strangulated hernia), and 28’1 [ or other illnesses such as

eye, nose and throat, and teeth disorders. The median aae Was 54 yeare o
I3 i Q( Il

! v > < ’ ) P
W
. ;s




DATA ANALYSIS AND CONTROL OF CONFOUNDING - Odds ratios (as

estimators of relative risks, RRs) (13), together with their 95% approximate

'conndence intervals (CI) (14) were derived from data stratified for age by the

usual Mantel- Haenszel procedure (15). Tests l‘or hnear trend in rzsk where

’appropriate, were done by tpe method given by Mantel (16). -

Other. poté°ntially conf oundmg'variables including determinants of sm%ing
Mabits in this populauon and the major risk factors for the disease studied, were

examined and controlled for mdxvxduaﬂy using the Mantel Haenszel procedure R

» LY

(15). | 2 ‘

Further, all the 1dentified potential confounding factors were controlled
s;multaneously by means of mumple logistic regression, fitted by the metnod of
maxxmum likelihood (13) Included m the resression equations, besides the
smoking-related var{ables con31dered were terms (in ordinal form)for age,
marital status, educanon social class, age al menarche menopausal status age at
menopause, parity, nu mber of livebirths, £am11y gynaecologic cancer mstory body

mass ndex, oral contraceplive and estrogenereplacementl therapy use. The logistic

Tations were fitled using standard statistical packages (17). . .
RESULTS - *

13

L

As compared to controls, women with endometrial cancer were more frequently

%

nulliparous, had greater body mass index,were less educated, were less

- frequently ever users of estrogen replacement therapy or had a later ‘menopause

A
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) age adjusxed relative risk of endomemal cancer was 0. 82 (95% CI = 0.49-1. 35)
for ex-~, and 0.45 (95% Cl = 0.31-0.67) for current smokers However among

weurrent smoker}there was no evidefce of a dose-rik relationship (point estimate
= 0.44 for « lj’cxgarettes per day and 0.48 for = 15).

‘ Relative risks of endometrial cancer were (dividually adjusted for age a%d for
several relevant covariates (Table 3). All estimates were also signif uzantly below
/gnity, comprised be}ween 0.42 for parity and 0.53 {or.body mass mdex Likewise,

negative associations between current smoking and cancer risk were
demonstrated accross most of the strata considered.

Consequently, when indxcators for‘ age, s0C10-economic status (social class and
education), gynecologlcal and obstetrical history, exposure to exogenous
estrogens ra mmal cancer mstory and obesity on the smokmg;,endomemal cancer
nsk relduonshxp were sxmultaneously constdered in mump!e logistic regression
“equations, the negative relauon between endometrial cancer risk and smoking
was not.materially modified (mumvarxate RR for current versus never smokers =

}046 95% CI= 0.30-070)

' Our analyses showed a negative association between smoking and risk of .

‘endometrial cancer, “with an overall reduction of about 50 per cent 1n risk r or
women Who currently smoke However there was n,o evidence of a trend of
decreasing risk with ncreasing nu mber of cigarettes among smokers, and the nsk
esumates for former smokers were close to umty . ‘

The relag;onshlp between endometrial cancer and smokmg could be medmted by

estrogen hor mone levels which are reduced among smokers as compared with

¢
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never smokers (1,2). This hormonal hypothesis is consistent with effect of

sﬁ;oking on other estrogen-related phenomena, ie. Qe at olenopause and bone

density. ‘

~

It is unlikely that infor mation oias largely accounted for the present results-since,
* at the tig® of data col;gction, this hypothesis was-unknown 1o the interviewers

3,

and, probably, to tne majority of the patients. €onfounding ,bias is also unlikely

since simuitaneous adjustment for the major potential distorting factors, in ludmg

menopausal status/ age al menopause, estrogen use and other major risk factors
A\ for endometrial cancer did not materially mrluence the risk estimates.

- However, the p-ossxbmty of selection bias cannot be,easxly ruled out. Although
participation rate was practically 100%, controls were admitted for acute
conditions unrelated to smoking, and the distrib ution ‘/or smoking prevalence
among diagnostic subcategories of controls i\vere similar, our estimates rnay have
been biased if the px:evalence of smoking in the hospital control series was

s excessive This bias might be created, for instance, by a prolonged nospital stay
among smokers, evep when admitted for acute non smoking—r’elateg conditions,
' with a consequem greaatenr probability of being inter{fiewed. However., data from
\ the 1983 Nanonai Health Household Survey con&ucted by the Italian Central
Institute of Statistics ( ISTAT) (18) do not support t}ns vxew since the durauon of
hosmtal stay \vas comparable for smokers and non smokers. It is further
reassurmg that, from a companion study conducted with similar methodology and
criteria of selection of cases and controls emerged an elevated risk of cervxcal_
cancer in smokers tmultivariate risk for current vs never smokers = 1.80) (19).
Itis sull possmle that the positive assocmnon between cigarette smoking and
cervical cancer was mdeed underesnmated within the f ramework of this case-
contfd! surveillance conducted in Northern [taly, and that the neganve relation

with endometrial cancerswas partly or totally artefactual. Finally, sxmuar analyses
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% . ’ pased ona seriesbor over 1,000 breast cancer cases gave an overall multivariate
relative risk of 0.74 (95% CI = 0.60-0.92) for current smokers (Leviet al.,
unpublished manuscript). The larger estimated protection for endometrial
cancer, as compared with bre;st neoplasms, mi‘g’ht therefore reflect a stronger

_ estrogen de#endency of endometrial epitheh’u:p. - ' x
,,' Thus, the findings of this study, however clearly unconclusive in terms of precise
) risk assessment and publ;‘c health 1mplications, are of integest since they may
‘ help clarify hofmonal ;:orré!ates of en_dome’trxal cancer and addfurther data to .
. ~ the current debate of smpking and estrogen-related diseases Further, they '

i

indicate that the potential modifying or confounding effect of smoking should be

P

< considered 1n further eptdemiological research on endomelrial cancer
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" AND CONTROLS. Milan. Italy

; M
) . :.\ . .
" - CHARACTERISTIC | CASES CONTROLS
v ' T st s (N
\ AGE (yrs ‘
. 40 1.7(6) 16.4\((,1?/)
, 40-49 9.5(34) 19.2(Z15)
=>50 88 8(317) 64.4(723)
' EDUCATION (yrs) . '
-» <7 ' ' 76.2(262) 62.6(681)
, = 7. 23.8(82) _ 37.4(4{!7)
MARITAL STATUS -
NEVER MARRIED 17.4(62) . 146(164)
EVER MARRIED /82—.6(295) 85.4(958)
BODY MASS INDEX (kg/m?)
<20 ‘ 66(23) 14.2(159)
=320 <25 . 30.2(105) 456.0(514)
=25¢30 - 330(115) 295(330)
=30 . \\_ 30.2(105) 10.3(115)
PARI] ! N
0 26:3(94) 20.7(232)
1-2 . ‘ . 46 5(166) 53.4(599)
o -3 ' 27.2(97) 25.9(291 )
¢ AGEAT MENOPAUSE (yrs) |
< 40 .- 2.4(7) 3.5(25) -
; 40-44 i 6.2(18) 13.4(97)
43-49 26 1(76) 32.4(234)
=50 ‘ 65 3(190) 50.8(367)
USE OF ESTROGEN REPLACEMENT THERAPY
. \ NEVER ‘ 86 6(309) % 3(1081)
’ ' EVER 13 4(48) 37(41)
1 { |
* Thenumber of cases and controls are shown in parentheses. In some items, the
c sum of the strata does not add up to the total due to a few missing values
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OF CTGAREI’TES SMOLED PER DAY ‘Milan, Italy 1983-85.

NEVER EX CURRENT smoker (No. cigarettes/day) qu-tren'd)a
smoker smoker <15 => 15
N (%) Nis) N %]} N(%)
Endometrial - . ' o,
cancer 30184 3)  22(6.2) 2169 13(3%)
Controis 789(70 3) 75(6 7 152(13 6) 105(94) - Vo
M-H ® . E ’

. Adjusted 1 082 . D44 \/ 0 48 1350
{95% Ch (049-135) 1027-071) (0 26-0-87) (p <0.001)
Multivariate ¢ 1* 0386 0 46 044 1272
RR(95% C1} - (0 50-1 43) (0 28-075) (N 23-086} (p <0.0001) |

6 o K

Hysterectomized controls excluded (n=157} »
Ex-smokers excluded
Indicates Mantel-Haenszel procedure adjusted for age

Estimates from muluple !ogsstxc regression, \allovance was made for all potential dzstortmg
factors ~ ~ .

Reference category

[
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RELATIVE RISK OF ENDOMETRIAL CANCER (CURRENT VS NEV
SMOKERS) FOR SELECTED COV ARIATES. Milan, Italy, 1983-1985.
— ' ~

' COVARIA®E ' ca/cot  RRS(95% Confidence interval)
AGE (vrs) |
<40 ' - 5/170 0.84(0.14-5.20)
40-49 . . 287206 | 0.37(0.13-1.07)
=50 302/671 0.47(0.31-0.7:3)
M-H “Adjusted . * 047(0.32-0.69)
EDUCATION (yrs)  a | o
7 . 2517644 . 051(0.31-083) -
7 72/369 0.44(0.23-0.84),
M-H *Adjusted - : . 0.48(0.32-0.71)
MARITAL STATUS ~ -+ |
EVER MARRIED 'S6/149 | 0.42(0.18-0.97)
NEVER MARRIED 279/898 0.45(0.28-0.69) .
. M-H"Adjusted - o . 0.44(0.30-0'65)
BODY MASS INDEX (kg/m2) - ’
< 20 21/146 028(0.08-0.96)
=120 25 94/474 0.77(0.43-1.37)
=> 25 < 30 1127313 ' 0.74(0 36-151)
=> 30 e 99/109 0 13(0 04-0 40)
M-H *Adjusted _ . 0.53(0.35-078)
0 ~_J 21z 0.48(0 25-091)
-2 - 159/561 0.35(0 20-0.63)
=3 S 91/274 0.53(0.20-1.43)
M-H *Adjusted~ .7 042(0.28-062) . ¢
3
54
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AGE AT MENOPAUSE (yrs) -
=50 179/340

M-H «'Adjusitd
ESTROGEN REPLACEMENT THERAPY

NEVER 289/1009
EVER 46/38

M-H .Adjusted

{

" 043(0.27-0.69)

0.40(0.20-0.83)
0.49(0.27-089)

»

0.49(0.33-0.74)

.0.18(0.05-0.65)

0 44(0 30-0 66)
b

3

Number of Cases/Number of controls (ex-smokers excluded -

In some items, differences between lotals are due Lo a few missing values

covariates considered)

covariate o0

Relative risk estimates adjusted for age (only tn each stratum of vartous

Indicates Mantei-Hacnmel overall estimates adjusted for age and for cach single

58

TIP3 YL e




' \ {

: :

o

1. MacMahon B, Trichopoulos D, Cole P, et al. Cigareite smoking apd urinary
estrogens. N Engl ] Med 1982;307:1062-1065.

2. Baron*.JA. Smoking and estrogen-related disease. Am ] Epidemiol 1984;119:9-

22- ‘

»

3. Weiss NS, Farewell VT, Szekély DR, et al. Oestxjogens and endo:ﬂetri‘al cancer:

effect of other risk factors-on the association. Maturitas 1980; 2:185-190..

- .

4. Kelsey JK LiVolsi VA, Holford TR, et al. A. casé-control study of cancer of the
endometrium. Am ] Epidemiol 1982; 116:333-342.

5. Williams RR, Horm JW. Association of cancer sites with tobacco and alcohol
consumption and socioeconomic status of patients: interview study from the Third

National Cancer Survey. JNCI 1977; 58:525-547. ¢

6. Cederlof K, Friberg L, Hrubec Z, et al. The relationship of smoking and some
social covariables 1o mortality and cancer morbidity Stock holm: Department of

Environmental Hygiene, Karolinska Institute, 197S.

7. Garfinkel L. Cancer mortality in non-smokers: prospective study in the

American Cancer Society. JNCI 1980; 65:1169-1173.

¥

56




e
. *
)

-8.'Smith EM, Sowers MF, Burns TL. Effects of smoking on the development of

female reproductive cancers. JNCI 1984;73:371-376
N

9. Tyle} CW, Webster LA, Ory HW, et al. Endometrial cancer: How does cigaretie
smoking influence the risk of women under age 55 years having this tumor? Am
J Obstet Gynecol 1985, 151:899-905 ,
10. Lesko SM, Rosenberg L, Kaufmann DW, et al Cigarette smoking{@nd the risk
of endometrial cancer N Engl ] Med 1985, 313.593-596.

11 La VecchiaC, Decarh A, Franceschi S, et al Alcohol consumption and the risk

of breasl cancer in women. JNC] 1985, 7561-65

0_12 La Vecchra C, f)ecarh A, Parazzini F, et al General epidemiology of breast

cancer in northern [taly Int J Eprdemiol, 1987, in press

®
13. Breslow NE, Day NE Statistical methods in cancer research [ARC Scientific

»

Publication no. 32, IARC: Lyon, 1980. . “ o

e _ \ ) )
14. Miettinen O Estimability and estimation of case-referent studies Am J

Epidemiol 1976, 103 226-235

15.. Mantel N, Haenszel W Statistical aspects or the anah&xs of dala rrom ~
retrospective studies of disease JNCI1 1959, 22: 719-748, § .

\

16. Mantel N Chi-square tests with one degree of [reedom: extensions of the
Mantel-Haenszel procedure. ] Amer Stat Ass 1963; 690-700

87

Ly, ]




Ty raEl RME AN T
oo “”, -t

17. Baker R}, Nelder JA. The GLIM system, Releasé 3. Oxford Nderical
-y Algorithms Group, 1978.

18. Istituto Centrale di Statistica (Central Institute of Statistics, ISTAT).Indagine
statistica sulle condizioni di salute deg_bla popolazioﬁé e sul ricorso ai servizi

sanitari. - 1983. Primi risultati. 1984; Not. ISTAT 4, No. 8.

~
19. L‘a Vecchia C, Franceschi S, Decarh A et al. Cigdrette smokmg and me rxsk or
 cervical neoplasia. Am ] Epidetiol 1986;123:22-29. R
¢ ’ . .
. o
ig
. .
- A
- ® . |
, h Y
e
~ ° g
.

58



-

3
¢
.
.
’ B
“
~
1 -
\
'
N
4 «
o
v
.
i
Mo —
7
o
’
°
A
hd
.
.
- .
»
‘
e
' T
s
[
B
)
—
) )
54
.
, <
.
N .
)

- 59

“ree




09

. .
AN[! AlleSTEQ QE EQUQA]{IOM Mnlan Italy, 1983 85.
SN, MEVRR EX )
smoker smoker " <15 15-24 =25 =
N(x) __ N(%) N (%) __N(%) N(%)
EDUCATION < 7 YEARS ‘
Breastcancer  490(803)  27(44) 64(105)  25(4.1) 407)
Controls 613(77 6) 42(5 3) 92(118) 35(4.4) 8(10)
‘Breast Cancer 302(62.1) 48(4.9) 77(15-8) 51(10.5) 8(16)
Controls 253(558) 43(9.5) -79(17 4) 64(141) . - '14(3.1)
M-H3 RR ° 1t 089 ‘081 073 0.54
(95% CI) " (0.64-1.24) (0 63-{03) (053-1 00) (0 28-1.06)
2 ]ddicates Mantel-Haenml procedure, ad;usted for age and educauon -
+ Reference category » ' °
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N , :
2 ACCORDING TO SMO ING HABITS
AND ADJUSTED FOR SOCIAL CLASS Milan, Italy, 1983-85.

- NEVER EX CURRENT smoker_(No. cigarettes/day)

smoker smoker <15 15-24 - 25
N (%) N(%) N(%). N (%) N(%) X -
Breast cancer  68(50 4) 21(156) T 25(18 5) 17(12 6) 4(30) .
Controls 57(55 9) 14(137) T 13012 7) 13012 7) 5(4 9) g
‘ ) B ) . : % AN
Breast Cancer 326(;11‘6) 31(6.8) 58(12 7Y ) 351_7 7) . S(1.1) -
Controls ~ 2531626)  30(74) _ 89174 . 304 1235 -
LY s *
. -Y we ) ' e
’ Breast Cancer 284(805) 15(45) 38(10 8) 14(40) “\%-3')
- Controls 355(76 2) 19(4 1) 54(116) 34t7 3) (09) » y,
CLASS UNDEFINED '
Bresast Cancer  122(75 3) 7(4 3) 20012 3) 11(6 8) 2(12) i
Controis 236178 7) 22(73) ° 36(120) ' 10(3 3) 3(10)
. AN ' h . R
M-H® RR it 090 08 . 0% 053 ,_
(95% CI) . (064-126) - (068-110) (055-104) (026-1.06) « i
M [ ]

a |ndicates Mahtel-Haenszel procedure. adjusted for age and social class
% )
*  Reference category : : : 4
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RELATIVE RISK OF BREAST CANCER AQQQBRLI&IQ.&MQ&INQ&AB.LI&
AND ADJUSTED FOR MARITAL STATUS Milan, Italy, 1983 85.
smoker  smoker 15 15-24 => 25 O .
. <7 <) ) N(®) _ Nix) N(%) . \
! ya
!
ER MARRIED ‘ e . "
Breast cancer  116(720)  11(68) 1€112) 15093 106) ' :
Controls 107(608)  15(85) 33(188) 17(9 7) 4(2 3) B
Breast Cancer  684(725)  64(6.8) 123(130)  62(58) 11(1.2) 73
Controls 794(72.0)  70(6.3) 139(126)  82(7.4) 18(1.6)
M-H2 RR 1+ 098 . 886 082 - 0.59 :
(93% CD) ©.71-1 351 (MT( (060-112) (030-117) * :
& Indicates Mant.el—Haensael procedure, adjusted for age and marital status - b ‘;
Vot Reference category N ‘ o
e
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T ABLE 7 . :

- -
RELATIVE RISK OF BREAST CANCER ACCORDING TO SMOKING HABITS ‘ - ‘ i
AND ADJUSTED FOR BODY MASS INDEX Milan, Italy, 1983-85. -
NEVER EX CURRENT smoker (No. cigarettes/day) — '
"rsmoker smoker , <15 15-24 => 25 :
N (%) N(%) 2 ' N(%) N (%) N(%) ’ ’
Breastcancer 83(703)  10(85) 17(14%) 7(5.9) 108) . ' -
Controls - 92(52 3} 15(8.5) 40227 26(14 8) 311 7) i o
_ BreastCancer  376(705) 397 3) 77144 35(66) D
Controls 396168.3) 45(7.8) 81(14.0) 45(7 .8) 13(22)
INDEX_ 25 <30 . . T
Breast Cancer' 230(72 8} 19(60) - 34(108) 28(8 9) 5(18) ° y
Controls . 312(810) 7(44) . 32(8 3) 18(47) ©6(18) - ‘
INDEX -> 30 ~
Breast Cancer  104(81.3) 7(5.5) . 12094). 5(39) - -
Controls 99(73 9) 7(5.2) 180134~ 10(75) -
M-H 2RR it 1.00 T 087 . 082 0.59 .
(95% CI) (0.72-1.39) . (068-1.12) (080-112) (0.30-117) "
a [ndicates Mantel-Haenszel procedure; adjusted fqr age and bod¥mass index . .
t  Reference category ' . ‘ : :
\ - -\ ) ’ i 1 h y ,?’:éé
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*. Reference category

)
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' T ABLE 8 i
, - ‘ R . x . f{;:
, "AND ADJUSTED FOR AGE AT MENARCHE Milan, Italy, 1983-8S. |
NEVER  EX ‘
smoker smoker <15 15-24 => 25
. N(%) N(%) N{%) N(%) N{%)
GE AT ARCHE « )
Breast cancer 116(644) 13(72) 28(15.6) 20011 1) - 422), \
Controls 147(615)  20(8.4) - 41(172)  24(30.0) 7(2.9) g
Breast Cancer  539(72.3)  53(7.1) 94(12 6) 52(7 0) 7(0.9), . -
. Controls 569(72.7) 52(6 6) 89(11 4) 63{(3 0> 10(1 3) . 4 - "
A!iE - I 5 - ’ i )
BreastCancer  144(809) = 10(56) »  18(10 1) 5(2.8) 10.6) -
Controls - 182(71.7) 13(5.1) 42(16 5) 12(47) 5(2.0)
M-HARR 1+ 101 088 083 062 : "
. (5% CID . (073-140)  (069-113) (060-113) 7~ (0.31-124) , ' - ™,
2 Indicates Mantel-Haenszel pr'ocedure, adjusted for age and age at menarche < . "ﬁ



- ] AND ADIUSTEDFOR PARII Milan, Italy 1983-85,

. : NEVER. EX . CURRENT smoker (No. cigarettes/day) ™
: ° smoker smoker <15 . 15-24 ~ => 25
' N (%) N(%) N (%) N (%) N(%)
’ - E-AB-IIX——Q i ¢
Breast cancer  151(689)  16(7 3) 29(132) 2009 1) 3(14)
Controls 154(60.2)  21(8.2) 51(19.9) 24(9.4) 6(2.3)
PARITY 1-2 , .
Breast Cancer  460(72.7)  45(71) 83(13 1) 38(6 0) 7(11)
Controls 470(68.3)  44(6.4) 99(14 4¥ 63(9.2) 12(17)
EAE I | i - 3 ' .
Breast Cancer  189(747)  14(55) 29(115) 19(75) 2(0.8)
Controls - 277(82.7) 20(6 0) 22(6.6) 12(36) 4(12)
M-H 8RR t* 09 085 081 057
(95% CD) (070-135)  (067-109) (0 59—1_10)

(029-113)

f/‘

& Indicates Mantel-Haenszel procedure adjusted for age dnd parity

* Reference caxegory
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Amg AD]UgIED FOR AGE AT EIRST BIRT Mllan Ttaly, 1983 85.

NEVER EX CURR s i t
N smoker smoker <15 15-24 => 25
N (%) N(%) N (%) N (%) N(%)
GE IST BIRTH <19 ’ . ‘
Breast eancer  26(722) 2(56) 2(5.6) 68(16 7) - - )
Controls 54(62.8) 9(105) 8(9.3) 12(1490) - 3(35):
~ .
AGE 1ST BIRTH 20-24
Breast Cancer  235(73.9)  23(72) 37¢116) 21(6 6) 2(06)
Cop‘trols 300(716) "~ 27(64) 49(11.7) 35(8.4) 8(19)
" AGE_1ST BIRTH 25:29 , o
Breast Cancer 264(75.4) 16(4.6) 50(14.3) 16(4.6) 4(11)
Controls 277(78 5) 14(4.0) 37(10.5) 20(5 73 5(1.4)
AGE 1ST BIRTH =» 30 -
Breast Cancer  124(68.1) 18(99) «23(126) . 14(77) 3(1.6)
Controls 115(71 0) 13(80) 26(16 0) 8(49) -
. M-H *RR 1+ .108 0.98 086 063
(95% CI) (0.74-159) (073-1.30) (060-124) (027-1 44)

a Indicates Mantel-Haenszel procedure adjusted for age and age at first birth

* Reference category

a
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TABLE 11

ATIV ST 0 0

AND ADJUSTED FOR MENOPAUSAL STATUS Milan, Italy, 1983-85.
smoker . smoker <15 15-24 =23
N (%) N(%) N(%) N (%) N(%)

PRE- + IN-MENOPAUSE

Breast cancer  287(55.8) 33(76) - 72(16.5) 39(8 9) 5(1.1)

Controls . 253(607) ~ 21(50) 74(177) 570137y 12(29)
POST-MENOPAUSE

. BreastCancer 512(766)  42(6.3) 69(10.3) 38(57) 7(1.0)
Controls 647(75.1).  64(74) 98(114) 42(49) 10(1.2) °
M-H* RR ot 0.99 085 082 058
(95% CI) u © L (071-137) (067-109) (060-1.12)  (029-1.16)

8 Indicates Mantel-Haenszel procedure, adjusted for age and menopausal status
+ [Reference category

N



RELATIV ST '
AND ADJUSTED FOR AGE AT MENOPAUSE Milan, Italy, 1983-85. -
NEVER EX
- smoker  smoker <157 15-24 => 25
. N (%) N(%) ° N(%) N (%) N(%)
AGE AT MENOPAUSE < 40 ‘
Breast cancer ‘ 42(82 4) 4(78) 5(9.8) - -
Controls 42(67.7) 5(8 19 12(19.4) 3(4.8) -
AGE AT MENOPAUSE 40-49 . » &
Breast Cancer  212(7186) 16(5 4) 42(142) 22(7 4) 4(1.4) —~
Controls 299(72 4) 31(7.5) 51(12 3) 27(6 5) _5(1.2‘)
AGE AT MENOPAUSE =» 50 Tk
Breast Cancer  269(801)  23(6.8) . 25(7.4) 16(4.8) 3(0.9)
Controls 315(78.6) 30(7.5) 38(9.5) 13(3.2) 5(1.2)
M-H *RR i+ 0.82 087 1.13 089
(95% CI) (055-123)  (0.62-120) (0.72-1.78) (0.34-2.32)

a2 Indicates Mantel-Haenszel procedure, adjusted for age and age at menopause

+ Reference category
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1

RELATIVE RISK OF BREAST CANCER ACCORDING TQ SMOKING HABITS

AND ADJUSTED FOR HISTORY OF BREAST BIOPSY . Milan, Italy, 1983-85.

NEVER  EX

CURRENT smoker (No, cigarettes/day)
smoker smoker <15 15-24 => 25

. N (%) N(%) N (%) N (%) N(%)
BREAST BIOPSY NO
Breast cancer 742(725) 69(6_7) 128(125) *74(7 2) 11aan
Controls §85(70 3) 84(6 7) 168(134)  99(79) - 22¢17)

¥ OPSY Y

Breast Cancer  58(7186) 6(7.4) 13(16.0) 3(3.7) 1(1.2)
Controls 16(76 2) 1{48) 1(4.8) - 3(14.3)
M-H2 RR. st 0.99 088 082 051
(95% CID (071-137) (069-113) (0.60-112) (0 25-100)

a [ndicates Mantel-Haenszel procedure; adjusted for age and history of breast biopsy

+ Reference category
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TABLE 14
RELATIVE : T Co S
AND ADJUSTED FOR HISTORY OF BENIGN BREAST DISEASE. Milan, Italy, 1983-85.
NEVER EX CURRENT smoker (No. cigarettes/day)
smoker  smoker <AS°  15-24 =25 . .
N (%) N(%) N(%) N (%) N(%)

BENIGN BREAT DISEASE NO

Breast cancer  708(73§) 64(6.7)

Controls 850(71 1) 78(5 5)

BENIGN BREAST DISEASE YES

Breast Cancer  92(63 4) 11(7 6)
Controls 51(60 7) 7(% 3)
M-H2 RR it 7 g7
(95% CI) (0 70-1 35)

CH3(118) . 65(6.8)

10(1.0) ‘ )
160(134)  86(72) 21(18) ,
2 4 v ‘
28(19.3) 12(8.3) 2(1.9)
120143) 13055 . 1(12)
083 0.80 0.59
(065-107) (059-110)  (0.30-1.16)

2 Indicates Mantel-Haenszel procedure;adjusted for age and history of benign breast disease

* Reference category
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T ABLE 15

RELAT WWW

AND ADJUSTED FOR FAMILY BREAST CANCER HISTORY Milan, Italy, 1983-85,

a

NEVER  EX © CURRENT smoker (No. cigareties/day)
smoker  smoker - 1S 15-24 = 25
N (%) N(%) N(%) - N(x N(%)

FAMILY BREAST CANCER HISTORY NO

Breastcancer  714(735)  58(60) 129(13.3)  65(6.7) 6(06) )
Controls . 863(711)  77(6 3) 160(13 2) 94(7.7) 19(1 6)
FAMILY BREAST CANCER HISTORY YES * ‘ «<
Breast Cancer  $6(647)  17(128) 12(90) - 12(9.0) - 6(45)
Controls ©38(576)  8(121) 1218 2) 5(7 6) 3(4.5)

M-H®* RR -t 091 . 086 080 045 .
5% ¢ - . ©71-137) (067-109) (058-109)  (022-0.93)

a Indxcates Mantel-Haenszel procedure, adjusted for age and famly breast cancer history
+ Reference category '




TABLE 16

RELATLVE RISK OF BREAST CANCER ACCORDING TQ SMOKING HABITS. ’
AND ADJUSTED FOR ORAL CONTRACEPTIVE USE. Milan, Italy, 1983-85.

NEVER EX CHRBEN.LMK@L..MW
smoker smoker <15 15-24 => 25 ’
N (%) N(%) - N(%) N (%) N(%) . .
ORAL CONTRACEPTIVE USE NQ . - -
‘ Breast cancer  744(74 3) 64(6.4) 117(117) 65(6,5) 11(1.1)’ . g
b Controls **  863(728)  79(6.7) 153(12 9) 73(6.2) 18(15) . :
' ORAL CONTRACEPTIVE USE YES - : . ‘ ;
Breast Cancer  56(538)  11(10.6) - 24(23.1) 12(115) 1(1.0) :
Controls 38(40.9) 6(6.5) - 19(20.4) 26(28.0) 4(4.3)
M-H* RR i+ 0.97 0.85 081 057
(95% CI) (0.70-1 35) (066-109)  (060-112) (0 28-1.15)

3 Indicates Mantel-Haenszel procedure; adjusted for age and oral contracepuve use
, + Reference category
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T ABLE 17
RELATIVE RISK OF BREAST CANCER ACCORDING TO SMOKING HABITS -
AND ADJUSTED FOR ESTROGEN REPLACEMEM THERAPY Milan, Italy, 1983-85. 3
NEVER - EX NT s
'smoker smoker 1S 15-24 => 25
N (%) Né’“ ~ " N(%) N (%) N(%)
TROG LACEMENT Y &
Breast cancer  743(725) 716 9) ' 129(12 6) 72(7.0) - 10(1.0)
Controls : 864(70.5) 79_(6 4) . 164(13 4) 9_8(8 o) ) 20(1.6)
{ 1 HERAPY EVER )
BreastCancer  57(713)  4(5.0) - 12(15.0) 5(6.3) 225) .
Controls 37(68 5) 6(11.1) " 8(148) 1(1.9) 2(3.7)
M-H2 RR it 098 0.85 082 0.54 : .

(95% CI) (071-1 36) (067-109)

(0 60-1 13) (027-140) g

a Indxcates Mantel-Haenszel procedure, ad;usted for age and estrogen replacement therapy

+ Reference ca.tegory
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3 ‘ . TABLB 18

Vv F ENDO I DING T
A&AMIMQRM Muan [taly, 1983-85.
NEVER EX CURRENT smoker (No. ci t
smoker smoker <15 15-24 => 25
N (%) N(%) - N{%) N (%) N(%)
EDUCATION < 7 YEARS
Endom. cancer 230(878)  11(42) 10038)  10(38) 10 4)
Controls® 533(78 3) 37(5 4) "78(115) 27(4.07 6(0.9)

. EDUCATION =: 7 YE

Endom. cancer 59(72.0) . gouz.z; 12(14.6) 1(1.2) -
Contréls 223(548) 8(9.3) 73(17.9)  59(145) 14(3.4)
M-H2 RR Toqt 0.82 T 047 . 054 . 0.20
(95% €D | (0.50-1.35) (029-0.76)  (02%-1.06) (0.03-1,44)

I

a Indxc\ates Maatel-Haenszel procedure; ad;usted for age and education. : ;
+ Reference category ¥ Hysterectomized controls excluded (n=157) .
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NG TO SMOKING HABITS
, Italy, 1983-85.

54

+ Reference category

Hysterectomized controls excluded {n=157)

(4

smoker smoker <15 15-24 o= 25 )
o "N(x)  Nx) N (%) N(%) ° N(x) °

Endom.cancer 17(77.3) 1¢4's) 2091) 2(91) -
Controls® . 52(559)  -12(129) 13(140) 120129) . 4(43)
Endom. cancer 72(78.3) 6(6.5) %(8.7) 6(6.5) -

" Centrols” 213(61 4) 26(75) 61(17.6) 37(10 7) 10(2.9)
CLASS IV-V (Lowest)
Endom cancer 111(841) 9(6.8) 96 §) 2(15) 1(0.8)
Controis™ 305(76.1)  15(4.5) 47(11.7) 27(6.7) 410)
CL.ASS UNDEFINED :
Endom cancer 101(910) 6(5.4) 327) 10 9) -
Controls” 219177 9) 19(6.8) . 31(11 0) 10(3 6) 2(0.7)
M-H* RR 1t 085 0.47 04 a5
(95% CI ) (0.52-1.38) (029-075) (024-091) _ (002-0940
a Indicat:es Mantel-Haenszel procedure; adjusted for age and social class
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e ° T ABLE 20,

e b
RELATIVE RISK OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS
AND ADJUSTE ARITAL STATUS. Milan, Italy, 198385,

s NEVER = EX CURRENT smoker_(No, cigarettes/day)
’ smoker  smoker <15 15-24 o= 25 v
N(x) - N(%) ‘ N (%) Ni%) N{%)
" NEVER MARRIED
Endom. cancer 48(77 4) 6(97) - 8(129) o ‘-
Controls” . 97(591)  15(91) 32(195) 16(98) 4«(24) .
® N

EVER MARRIED

]

Endom. cancer 253(838)  16(5.4) 14(4.7) G 1(0 3)
Controls* T 692(72.2) 60(6.3) 120(12.5) 70(7.3) 16(1.7)
M-H2 RR Sul 0.79 044 040~ Qs

(5% CI) ’ (0.48-1.31) (0.28-071) (0.25-093) (0 03-095)

a ndicates Mantel-Haenszel procedure adjusted for age and marital status - S\

+ Reference category * Hysterectomized controls excluded (n=157)

o
-
o

0 ° !
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- T ABLE 21 |
S - ’ |
RELATIVE RISK OF E[imMETEI‘AL CANCER ACCORDING TO SMOKING HABITS
. AND ADJUSTED FOR BODY MASS INDEX (Kg/ma2) Mifan, Italy, 1983-85.
NEVER EX . CURRENT smoker (No, cigarettes/day)
+  Smoker smoker RS 15-24 = 25
. N (%] N(%) N{%) N (%) N(%) = . -
B ; < 20 |
Endom. cancer 18(78.3) 2(8.7) ' 3(130) - -
Controls® 85(5353¥ ¢« 13(82) 36(226) 22(138) 3119)
\ ' - . ” N .
INDEX 20 <25 :
Endom. cancer 77(73 3} 11(1085) 10(95) 6(5.7) : l(f_ﬂ)
Controls” 350068 1) 40(7 §) 75(146) ° 38(7 4) 112.D
. ~ . . ) ~
~ INDEX 2930 ™ = )
Endom. cancer 101(87.8) 32 6) 6(5.27 5(4.3¥ - -
Controls" 267(80.9) ° 15(45) 25(7 6) 17(52) o618 - >
INDEX => 30 : - .
Endom. cancer  95(91 4) 6(5.7) .3(29) - -
Controls® §5(73 9) 6(52) 15(13 0) 97 8) -
M-HaRR . 1t « 094 0.54 057 0.20
(95% CD) (0.57-156) {0 34-0 87)‘ 0.30-1.071 (0.04-1 19)

a Indicates Mantel-Haenszel procedure, adjusted for age and body mass index

D

+ Reference category Hvsterectomized controls excluded (.n:l‘j?:)




r':!af
5

8L

/ '1 ’ ; I Q B ! E z z »

RELATIVE RISK OF ENDOMETRIAL CAN DING TO SMOKING HABITS
. AN |2 ADJUSTED FOR PARITY Milan, Italy, 1983-85.
NEVER EX CURRENT smoker (No, gigg:ettes/da& )
smoker  smoker <15 15-24 => 25
N (%) N(%) o N(%) Ni%) N{%) -
PARITY 0 ,
Endom cancer 70(745) 9(96) 13113 8) ey To-
Controls' 136(58 6) .  20(8 6) 48(207)  22(9%) 6(26) .
PARITY 1-2 ] L - -
Endom cancer 145(87 3) 7(42) 6(36V __ | 7(42) 1(0 6)
Cont.x"ols’ ‘ 411(68.6) 38(6.3) 85(14.2) 54(9.0) 11(1.8)
PARITY =3 g
Endom. cancer 86(88 7) 6(6.2) 3(3.1) 22.1) -
Controls” 242(83.2) 17(5 8) 19(655‘ 10(3.4) 3(1.0)
M-H aRR 1+ . 077 042 .~ 047 018 .
(95% €D (0.47-1.28) (0.26-07) (024-091) (0.03-117)

A Indicates Mantel-Haenszel procedure, adjusted for age and parity
»

+ Reference category Hysterectomized controls excluded (n=157)
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T ABLE 23

RELATIVE RISK OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS

AND ADJUSTED FOR MENOPAUSAL STATUS Milan, Italy, 1983-85.

NEVER  EX CURRENT smoker_(No. cigarettes/day) .
smoker smqker - <15 - 15-24 => 25

N (%) Ni(%) N(%) N (%) N(%)-

PRE- + IN-MENOPAUSE - a | . )

Endom. cancer Sé(?‘i’ 3) 6(80) ’ 7(93) 4(S 3) - .
Controls’ 252(612)  .21(5.1) 72(175) - 55(133) 12(2.9) . .

o

POST-MENOPAUSE : | - ~
Endom. cancer 243(862)  156(5.7) 14(50) $28) 1(0.4)

Controls® 5361756)  S54(76) §0(11.3) 314 4) 8(11)
M-H2 RR S 0.77 0 43 051 015
(95% CD) (0.47-126) -  (027-070) (027-098)  -(002-095)

a Indicates Mantel-Haenszel procedure, adjusted for age and menopausal status

*  Reference category o Hysterectomized controls excluded (n=157)

EN "
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T ABLE 24

RELATIVE RISK OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS

AND ADJUSTED FOR AGE AT MENOPAUSE Milan, Italy, 1983-85.
NEVER  EX CURRENT smoker (No.<cigarettes/day) .
smoker  smoker <15 " 15-24 => 25
N (%) N(%) - N(%) N (%) N(%)
\_// ‘
AGE AT MENOPAUSE < 40 YEARS - : )
Endom. cancer  7(100 0} - - - - -
Comrols*l 17068 1) 20800 5(200) 1(4.00 -
AGE AT MENOPAUSE 40-44 YEARS
Endom cancer  18(889) - 2(11.1) - .-
Controls’ 69(711) 10010 3) 113 -~ 6(5.2) 1(1.0)
{ENOPAUSE_45-49 YEARS o -
Endom cancer 65(855) 4(53) . 4(5 3) 3(3.9) -
Controls” 174(744)  16(68) 30012 8) 12(5.1) 2(09)
AGE AT MENOPAUSE -: 50 YEARS ‘
Endom. cancer  164(85 3) 11(5.8) 10(5.3) 42 1) 1{0s)
_ Controls™ 287(784)  26(7.1) © 36(9.8) 12(3 3) 5(1.4)
M-H *RR it 061 045 052 o 02s

(B% CI (0.34-112) (025-077) (023-121) (0 03-1.30)

2 Indicates Mantel-Haenszel procedure, adjusted for age and age at menopause
*  Reference category *  Hysterectomized controls excluded (n=157)
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'+ T ABLE 25 |
RELATIVE RISK OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS.

‘AND ADJUSTED FOR ESTROGEN REPLACEMENT THERAPY - Milan, Italy, 1983-85.
NEVER EX CURRENT smoker (No. cigarettes/day)
smoker smoker <15 15-24 => 25

N %) Ni%&) -~ Ni(%) N (%) N{%)
ESTROGEN REPLACEMENT THERAPY NEVER h

Endom cancer 258(835) 20(69) 20(5.5) 11(3.6) . -

Controls .  762(705)  72(67) 144(133)  85(79) 18(1.7) .
ESTROGEN REPLACEMENT THERAPY EVER > .
Endom cancer 43(896) 2(42) 204 2) R 12 1)
COntrol‘S’ 27(65 9) 347.3) £(195) 1(2.4) 2(4.9)
M-H2 RR it 083 045 - 053 025

(95% €D (050-1 38) (028-072)  (027-102) 7~ -(004-165)

a4 Indicates Mantel-Haenszel procedure, adjusted for age and estrogen replécement tlierapy‘
¥

* Reference category

Hysterectomized controls excluded (n=157)
/ -
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APPENDIX [

MAMMELLA/OVATO/ENDOHETR IO J

CARD 1
Studio n* /] ! ] 1=2
Paziente n° / /1 /! ] 3T
Caso =] Controllo =2 . /! [/ 8
Card n* ) l | L1179
Intervistatore: ... ........... Cre s e et /. / 10-11
Nome del paziente
Indiri1zzo ./
Tel. /
Sesso: Maschile=l Fermini le=2 : . 'y 27 12
Ospedale: / /r / 13-14
Reparto: medicina =1 chirurgia=? ostet.ginecol.=3
" ortopedia=4 ORL =5 altro -6 /_/ 15
2 m a .
Data di ammissione [/ / [/ [/ [ | [/
8 m-  a
Dats intervista / / /1 1/ ! 1 ] 16-19
Cartellan® / [/ [ + [/ 1 [ _/ |
. , . g ) s
Data di nascita - [. 1/ /| [/ [ [ [ 20-25
Ecid /] /] ] 26=-27
Peso, (in Kg) ! /1 /! / 2873-0
Altezza (in cm) ! /o1 1 [ 31-33
Stato civile: mai sposato/a -1 . coniuygato/a =2
« separato/a, divorziato/a =3 vedovo/a -4 /] 3
Eti al primo matrimonio '\"' [/ [ 35-36
Anni di istruzione f paziente [ [/ [/ 37-38
coniuge I /] 39-40
: ‘ / (6
Professione paziente __ e LA
Professione coniuge /1 /e
Ares di Residenza: Lombardia=4; t_iord/Centro-S; Sud=6 L__/__(_)./ 4Y-48
. : m a
, 49-582
Data di diagnosi [ L 5'
Disgnosi secondaris N (1.c.n.) / [/ | [/ [/ 53-5
N® preparati istologici / TR A Y B B N R S A R A /] !/ 6




C

E

FUMO
Mai fumatore/trice=1; fumatore/trice=2; ex-fumatore/trice=) [ /| $
se ex-fumatore/trice, da quanti anni ha smesso di fumare? / [ [/ 58-59
te fumatore/ex-fumatore/trice: sigarette, n'/die !/ /1 /] 60-61
sigari, - n'/die /! [/ / 62-63
pipa, grammi tabaccdo/die /[ [/ [/ 64-65
‘ durata (anni) [ / | 66-67
Tipo di sigarette principalmente fumate,
nome commerciale: ' / [/ 68
ASSUNZIONE DI METYILXANTINE \
& .
Beve : ' ., n° tazze/die Durata
. (anni)
Caffe /] / / /] / 69-=71
Caffe decaffeinato / / /! ] 12-7%8
Td . Y L 1/ 15-77
Bevande contenenti cola / ! [ [ [ 78-80
CARD 2
Paziente n° [ [/ 1-5
Caso=l  Controllo=? ) L/ ¢
Card n’ y 1277
BEVANDE ALCOOLICHE
Beve? n® giorni/settimana n® bicchieri/die Durata
—cet {(anni)
Vino _/__/__/ L_./ -/—"L—"/ -1
Birvras /! 17 L 1 12-15
l.iquori /I 17 /_/ 1 16=19
] o 84
el AN




ﬁ ABITUDINI DIETETICHE ‘ o o

-

fonsums abitualmente ?

\ - H

Latte (n° bicchieri/sett}man;) s+reeevn. (assunzione occasionale=98) / / / 20-21

.
Carne (n® porzioni/setcim;na) Cerereeieean. T S AL I %
Pegato (n’ porzioni/settimana) ..... R | cean " 22;-25
‘Carote (n' porzioni/settimana) ............. + " <feees e /- /] 26~27
Vegetali verdi (n°' porzioni/settimana) ....., " ovee, " /.. [ 28-29

Frutta fresca (n’® porzioni/settimana) ........ " Y A A A To o B
Uova (n"/settimana) ......... cireeen. e e i Ceva / / / 32-33

Prosciutto ed insaccati (n® porzioni/settimana)" Y | / / 34-35

{
Pesce (n’ porzioni/settimana) ............. P Y Y < 1T ¥/
Yomggio (?. pOt:ioni/Bettiman&)-.-‘...-.... ' "~ sre e " cs ey " / / / 38"39

~

Pane integrale, o altri alimenti integrali:

maj =1
saltuariamente (% 1 giorno/settimana)=2
abitualmente (2 4 giorni/settimana) =3 J2 1 &0
Come descrive (*) il suo consumo di: '
burta-.-’fo;---o'--o-t--.oc‘o.coucu-ln.----.'.;a-c-o:t.otﬁooun--.’--co--a / /41
MATATINA  oiusnnininiiiienittiiiie i iieaes. [ 142
0Ld0 4 vrieuseronnenresacesatsonensssetonentossssssonnetovoceoobonnnns /"] 43
ﬁ {(*) scarso =1} normale =2 elevato =3
a ,
, 85




b

ANAMNESI PATOLOGICA . ) .

’ .
Q [ -

Ha mai avuto le seguenti patologie (od effettuato i seguenti
trattamenti) ? '

’ 7

— . © Eta di
' prima diagnosi
» x "

Diabete mellito ...l-.............._....................:.......... YA Y 44-45

I

‘ﬂ

Patologie della tiroide (specificare ’ ) [/ ] 46-47

48-49

~
~
S

Obesitd (> 20Z del peso ideale) ........ e e e

|

1

Ipe!’tensione (Crﬂttatalcon famaci) c---oco-o--oo.c"--.'o'-ct-'nnn !
, /7
"' - ‘L
Ip'erlxpldemxe -o--.----o--on.o--oc'n--o--;noaq'o--.--.dnsc..-..-’.

t

~
~
~

50-51

|

~~
~
~

52-53

|

54-55

.
~
~

Colellitiaai o--s.--o.-.--.-.u---.pnno-.o-'o-ntoo.ooonnc.-‘;.oo|cn

S~
~
~

Cisti/tumori ovarici S e e et e s et A e e e e ae e s e e nneenas 56-57

58~59

~
~
~

|

Fibromiomi uterini T e e e e e a et e et e belt e s ee s ensnen e e en 0asa
60~-61

~
~
~

LR B R A A I N I A

P{Oblemi di 8teri1itaq --'---oo'o..-oono~of-oo.‘.-
gx

Patologia mammaria benigna ...iicenieteeicetitiiiaiiiinireiiiaeees 62-63

~
~.
~

|

64-65

~
~
~

3 ..
s R es e s enev s et
v

Biopaie mammATrie .-cvecevelireirervoraranncnacss

(1.c.o.y /[ 1 1 [ [ [ 1 66-71

Tumori maligni

(specificare)
P

[/ 72-13

~

L R L R R RN R IR B S R IR BN I

OVATriectomia MOMOLALEIALE v vvenve s cvonunnenseonnnnennossnnsonsnnss J 1 ] 14-75
........ et i easiccen s ey /! !/ ] 76-17

I8terectomi@ . cviivereenconocnoocononnnonss

Ovariectomia bilaterale ......vc.eo.

78-79

N Y Y

Infezioni pelviche (salpingiti, €€C.) sveeeiveenneonn.ns

4




- ~v
|
?
)
‘ CARD 3 ‘ ,
Paziente n* ' _ " ’ AN ARt
Caso=l Controllo=2 - / /6
Card n* 37
0 i q @ ,
,
. " . .
STORIA OSTETRICA E GINECOLOGICA
"Etd al menarca ' § /! ¥/ 8-9
. .Cicli mestruali: \ , '
regolariel irregolari=2 ) [/ /10
Stato menopausale ' : o o
: pre- =1 in- =2 post-menopausa=) . . /[l /11
Se in post-menopausa: etd alla menopausa . . /I [/ [/ 12-1)
Tipo di menopausa: o ‘ -
naturale=l chirurgica =2 . . ; ) .
atctinica=3 farmacologica=4 . . / /14
, 4 Numero totale di:
Nati ’ /115
\ 1
. .~ Aborti spontanei /I /16
y——
1.V.C. , . /10
Etd alla prima gravidanza : ’ / / | 18-19
Etd 'al primo parto .g . / /] /w-1
’ [ [ 1 22-23

Etd all'ultimo parto
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| \
s
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HA MAT USATO I SEGUENTI CONTRACCETTIVI O FARMACI?

)
Contraccettivi orali=l; farmaci per minaccia d'aborto=2; per irregolaritci ‘mestruali=3;
terapis della sterilitd=4; altri ormoni femminili (per acne, ipertricosi,...) =5;

IUD=6; diaframma od altri contraccettivi. di barriera (preservativo) con regolarita=7;

vitamina A=8; terapie sostitutive in menopausa=9, ’e

Eca Durata Indicazione  Farmaco, nome commerciale: .

inizio mesi y , : Codifica

[ 1 1 1 1/ [/ | [ 1/ 26-30
[/ 1 1]/ /_/ 11 ] 31-37
A B | /! _/ / /| [/ 38-44
[ 4 1 L /[ _/ ; / ] ] 4s5-51
A A A A | [/ - /| | 52-58&
AN, [/ 7 /| ] 59-65
AN [/ y /| ] 66-12
ANAMNES]I FAMILIARE . ————

n’ sorelle (vive o decedute) . ‘ ° / 173
Sua madre o le sue sorelle hianno mai avuto: &

Madre/si=1 Sorelle: segnare
, n® con tumore
Tumori maligni della mammella 7/ g . : 1/ 74-75
Tumori maligni del corpo dell'utero . \ /] 76-7
(endometrio) ! T ——— : —
Tumori maligni dell'ovaio /__/ r 11 18-19%
¥
ADDENDUM
, purata media cicli mestruali: <21 giornmi =1; 21-25 =2; 26-30 =3;
c' 31-35 =4; »35 giorni =6; -
) /__/ 80

Totalmente irregolari =8;

v Non so =9




N

ARD 4 .
) 7o \
. /Faziente n ? / | 1 b 1] ] 1-5
Caso=l ontrollox2 ' /I | 6
Card n* | YR
/
: \
) .
! DIAGNOSI‘ PRECOCE DEL CARCINOMA DELMMLLA
Esegue solitamente autopalpazione mammella . . ’
(almeno 1 volta al mese)? NO=1 SI=2 / /| 8
Se SI, da qualeﬂ eta? /.1 | 9-10
Quante mammografie ha eseguito )
(prima della diagnosi o sospetto dell'a_ttugle patologia)? /1
' 3
' A qua_le et ha eseguito la prima? [/ [ 12-13
A quale et3d l'ultima? - /! [/ ] 14-15
Quante termografie ha eseguito ‘ . i
(pri%na della diagnbsi O sospetto dell'attuale patologia)? /116
S - .
A quale;eta ha eseguito la prima? ’ [ [/ 1/ 17-18
A quale et3 l'ultima? . ’ /1 7 19=20
. Y ' . .
N : i /‘/ l1la/ovaio) - - ‘
RECETTORI (carcinomi mamme
Estrogenici : Negativis=l Incerti=2 Positivis] , '
Non dosati/Non so =9 ’ o ._/_‘__/ 21
Livello (Fmol/mg) L1 1 22-13
L ' - i -
/Progelcinici: Negativiwl Incerti=2 . Positivi=] L__{ 24
@, Livello (Fmol/mg) / / ‘ 3 {1 ] 25-26

89
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APPENDIX _E  (ENGLISH) BREAST/OVARY/ENDOMETRIUM ,
NN ¢ .
CA ] - > LT [ j . " ' -
tudy No o7 \ ) - 1.2’
i ""LI'V ~dpe 3 i\ o« 7y ‘L_d B R ] » ¢ ;ﬁ' 0 4 - L
tient No T ) ) ? - ) ‘. 37
Case = 1 COntroi =2 \ . 8
Card No - - g %
' Interviever 37;7?---.0..-ocoocoovoon‘o-o--o.-c-ooo.‘opo'-o----unoo.oo--oooo-.ooo' 10;11
. Name of the patient : \ . .
" Address .
T - pel, /
Sex : Male = 1 Female = 2 . - 12°
p .
Hospital. : . - 13-14
Ward : medicine = 1 suz"gery = 2‘ obstet~-gynecol. =3
orthope;iy='l4 ORL «——=5_ other ° =6 15
Date of admission ‘ '
Date of interview L 16-19
.Pile No x | ‘
Date bf birth ‘ 20-25
Age ‘ ' 26-27
Weight (in Kgs) R - 7 A i 28-30
Height (in cm) ’ ' 31-33
Civil ststus : never married = 1,6 ‘married = 2 ' )
separate, divorced = 3 widow = 4 . 34
" Age ‘at first marriage T . » 35-36
'Years of education . : patient 37-38,
. ’ ‘ husband ) 39-40
Profession of patient _ : - 41
Profession of husband - 42
Main diagnosis. X . . (I.c.Dn.) - 43-46
Residential Area : Lombardy = 4; North/Center = 5; South = 6 ' 47-48
Date of diagnosis ' ' 49-52
Secondary diagnosis (1.c.D.) 53-56

Fo histological exams

~ o ode -‘1




SMORKING .
Never smoker'= 13 smoker = 23 ex-smoker = 3 - - 57 .
if ex'-smok'er.sinné how many years have you stopped ? . ' . 58-59
if smoker / ‘ex-smoker : cigarettes No/day 60-61
. cigars No/day ., 62-63
v pipe, grams tohacco/day 64—650
. duration (years) . 66-67
“» . P
Type\of cigarette principally smoked, -
commgrcial name : - 68
ABSORi’TION OF METHYLXANTHINES - ‘
Do _you drink ? No cupa/day Duration (years)
Coffee . , . 69-71
. \
Decaffeinated coffee i . 72-74
Tea ) - ‘ 75-_717
Drinks containing Kola 78-80
' .
CARD 2 ° _
Patient No ( .  1-5
Case =1 Control = 2 ' . ‘ . 6
Card Ko . | ‘ - ' 7
ALCOHOLIC BEVERAGES | : : - \
. . ’ -
Do you drink ? No days/week No glasses/day Duration (years)

Vine =, . - 811
2K ¥ 4
Beer: \ . 3 12-15
Liquors o \ 16-19
. - "« i '

A .
-
) Q _ ‘h L]
- 'a . - (' ’
\_ ~ ' 92



b d

DIETARY HABITS

s/
A

-

’

Usual ’consumption ?

Milk (No glasses/week)
Meat (No portions/week)

S
Liver (No portions/week)

) Carots (No portions/week)

v

Green vegetables (No portions/week)

o

Eggs (No/week)

-~

Jam and sausages (No portions/week)

Pish (No portions/week)
Cheese (No portns/week)

Wholemealbread : _

intermittently (3> 1 day/week) -
(> 4 days/week)

ua_nally

-

How do you déscribe (#) your consumptfog of

butter '

maggarine -

-

L3 Oi.l ¢

(‘;) scarce = 1

Fresh fruits (No portions/week)

~

L

20-21
22-23
24-25
26-27
28-29
30-31
32-33
34-35
| 3%-37,
3?-39 )

40

[’)

41
42

43




PATHOLOGICAL ANAMNESIS L , ' - S i

P . A Y N : ' -
< @ " ¢ ) ’ . A ) ' '
Have you ever had the following diseases or/therapiss ? ' ' \ -
> Q' o ’ M . ‘.
/\ . . Age of firat ddsgnosis
. l % * '
Diabetes mellitus - L. : . 44-45
.~ Diseases of thyroid ( specif:y . - & ) - - - 46-47 ,
_Obesity (> 20 o/o of 1deal weight . . ’ 48-49
Hypertension (medically treated) . ’ . . 50-_'::»1
. Hyperlipidemias . ! « ) ‘ 52-53
T . Cholelithiasis ' L - . . _ " 54-55
Ovarian, cysts/tumours (. ' . 56-57
(W & " . : v [l K . ®
, Uterine fibromyomas . - ] . C ) 58-59
‘Sterility problems ~ . : «  '60-61
o Benign disease of breast ' . ’ e 62-6%
Breast biopsies ) — . B ' 64-65
Halign‘ant htu-mouré* -(IJO.D.) . e 66-6T
. (specify). . . -
" i ] . . ‘ -
Hysterectomy _— . o . 72-73
Monolateral ovariectomy. ' ‘ | . ’ T4=T75
Bilateral ovariectohy . e - - > T6-TT
Pelvic infections (salpingitis, ei:c.) ' ' . ‘ 78-79
) P . }
\ v
Ll ‘ — N
' .‘lei M rd
- - “
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" Patient No ’ i :. N
« Case =1 Control.s 2 ‘ L ; 6
. Card No _ , ’ _ ® \ 7'

.4 }

OBSTETRICAL AND ‘GYN'EéOLOGICAL HISTORY oD

I4 3 ]
.8-9

:Age at menarche
Menstrual cycles : - .
' regular =1 - irregular = 2 10 ]
. ) \ ° . ,
. -
Menopausal status’ ) i ‘ a - T
' pre =1 in- = 2 post-menopauéal =3 . ) e 11
- . - > A
If in post-menopause : age at menopause .- . 12-13
Type of menopause : ' _ ' - R
~ natural = 1 surgical =2 .
actinic =3 pharmacological = 4: - . ’ 14.
N ' - S ' -
Total number of : = ) . '
Births . 15
Spontaneous abortions ‘ 16
- >, N ',
Induced abortions - N o 0 . 17
. S
Age at first pregnancy R 18&%9 )
Age at first birth : , ‘ / T 20-21
Age at last birth & h , - 22-23
© 95




HAVE YOU EVER USED THE FOLLOWING OC OR DRUGS :

Oral contraceptives = 1} drugs for\misparriages =23 nenstrusal irregulan;l\.tiet; = 33
sterility = 4; other femals hormones (for acne, hypertrichosis) 5 ;. IUD = 6; .
diaphragm or other contraceptives (preservatives) regularly = T3 vitamine@= 8 ;

estrogen replacement therapy for menopause =9,

T~
. T ~ N
Age Duration Indicatiim\ Drug, commercial name |
start  months . . 4 :
: : : . _ -
24-30
-;— . ) * 31-37
- e, 2 1
& *
. > 38-44
. s g 5-51
’ . ) 52-58
. & 59-65
™ - { ,
(— - . ! 66-T2
0 S, -
- . t l‘o . =
| :
FAMILIAL ANAMNESIS - ¢ > i
No sisters (alive, or dead) . ’ - - y 3
- - ‘. )
Have your mother or your sister ever had : -
!  Mother/yes =1 . Sister : note ﬁ
' L No with tumour ;
ta k
Maligpant breast tumours A - T74-15
_ Malignant tumours of uterine, ' ,:
cor endometrium) ) ' . 76-77 :
TpUs ( ‘ . > 2 - . ;
Malignant tumours of ovary ) ¥8-79 %
. . . 3
. é
. ~ . g
ADDENDUM . §
Duration of menstrual cycles : < 21 days = 1; 21-25 =.2; 26-30 = 35 -
{ 31-35 = 4 > 35 days =6 ;
) Totally irregular = 80

i Don't ¥now = 9 : 96



! . v
4
Patient No. 1-5
7 » ,\ -
-Cage = 1 Control = 2 : \ .\h . 6
" Card No , - - 7
®
y A%
EARLY DIAGNOSIS OF BREAST CANCER A R
Do yoy usually ‘practice breast self-examination ? .
(at least once a month) NO =1 YES =2 8
~" 1f YES, since what age ? ~ 9-10
' H‘O\; many mammographies did you have ? '
(-‘beforq the diagnosis or suspéct of actual disease 3’() 11
) . 3 e
~— /At wvhat age did you have the first one ? ) r2-13
At vhat age the last one 7 14-15
. ) . ‘4
Hov many thermographies did you have ? .
. (before the diagnosis or suspect of actual disease ?) 16
. 3 » *
At vhat age did you have the first one ? 17-18
At what age the last one ? . ! 19-20
: - g
[}
"~ RECEPTORS (breast/ovariae/cancer) -
Estrogenic : Negative =1 , Uncertain = 2 Positive = 3 3
Not assessed/Don't know = 9 ) 21
Level (Fmol/mg) s . O 22-23
,Progestinic : Negative =1 Uncertain = 2 ‘_Poaj:tive =3 24
Level (Fmol/mg) . - 25-26
L3 ’
- ® ’
i’ , . o
® ’ 2
. ' ' ) 97
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