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~UMMARY • 

• ' 1_ 

Data from a case-control'inves.tiga,tion conducted in Milan, Italy, were analyzed 
\ 

to evaluate the re!ati~n between smoking habits and!!J.e risk of breast and ; 

endometrial cancer. A tôtai ofl.105 breast and 357 endometriat hdsPital-based 

càncer cases were compared ta 1,279 and 1,122 cOl)trols, respectively, admittëd 
v 

for a large spectrum of acute conditions to major University or generaJ hospitaIs . \ 

" in the gr~ater ~Han are,a. Compared to n~vér smokérs. the ~ag~-adN,stéd-,relativ~ 
obreast cancer risks were 0.99 (95\ confidence interval (CI) = 0.71- 1.31') for ex" . ' 

,~ ',' 

• ~ smokers .. and O .. r> (96' CL = 0.70-1.04) for current smokers, As regards 

endometrlu ni. the age-âdjusted cancer relative risk estimates were for current 
• ,1 

0.47 (95% CI = O.32-Q.69) and 0.82 (95~ CI = 0.49-1.35) ror ex smo.lcer$. For . 
both sites; the negative a-ssociation of cancer with current smoking was not " ~,. , . . .) -

influenced by tpe major potential identified confounding factors. -Por breast was 
c , 

there a statistically signifiçant dose-risk effect (mUltlvariate Xl for trend = 9.44; . / 

. p= 0.p021. These negative relationships are perhaps explained in terms of 

reduced estrogen Ievels in smo1cers, though the influence of some uncontrolled 
o 

• selection bias cannot be ruled out . 
. . 
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RESUME .. 

. " 

Dans le cadre d'une étu<\e cas-témo~s conquite a Milan, Italie, on a étudié la - . . 
relation entre la consommation de cigarettes et Je r~sque de cancer du ,seIn et de . . 

~ . " \ 
l'endomètre. Au total. 1,105 cas hospitaliers de cancers mammaires etü57 de 

~ndomètre o~t été comparés, respectivement, a 1,279 et 1,122 iémoins' ad mis 
• • 41:>,(, , 

pour des affections aigues dans les principaux hôpitaux de la ville. Par rapport à . 
celles qui n"avaient jamais fumé, le risque relatif de cancer mammaire ajusté 

o 
pour l'âge était estimé à O,~9 (intervalle de confiance (lC) à 95' = 0.71-1.34) 

.pou·r les ex-fumeuses et à 0.85 (JC à 95~ ; 0.70-1.04) -pour les fl;JmeUSes 

actuelles. En ce qui concerne l'endomètre, ces d'rnières présentaient un risque 
\, . 

relatif de 0,47 (IC à 951 = 0.32-0,69), alors que parmi les anciennes 
. . r 

consommatrices il était de 0.82 (lC à 95% = 0.49- h35): Dans le cas du sein 

autant Que dans èelui de l'endomètre, l'association négativeoentre cancer et 

consommation actuelle de tabac n'était pa~ influencée par les facteurs de r 

confusion principalement connus. Pour le sein u_niquement, on a démontré une 
" relation statistiquement significative entre degré d'exposition et risque de 

". , 

-cancer (X~ multivarIé pour le trend = 9.44; 1'= 0,002). Ces relations InVerSes 

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

fumeuses, sa1\s que l'on sOlt, toùtefolS, en mesure d'exclure l'influence de 

facteurs de sélectiQn incontrôlés, . ' . 
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INTRODuctION 
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'. , 
1 • --• 

It has been suggested that cigarettè smoking may reduce the incide"nce of 
1 ~ • 

) hormone .. relate~ ~~œ~s by influencing steroid levels~ Indee~1 a report by M.ac 

Mahon et aJi{ 1 ) of lower J.lrlnary estràgen leve~s during the luteal f>hase of ' ~.', '. 
~: t ~ 

menstrual cycle in womel1 Who smoked than in non smokers has raised . " 

widespread interest'on the potential inIluellçe of smoking.on estr~gen-related 

neoplasms, in particular breast anlffemale genitaI tract cancers. In previous 

stud~es (Z-3), wo~en smokers had aIso been reported to have iarlier 

menop.ause than non smolters. 1 • .. _ 

In a review on smoking and estrog~n-related diseases, Baron (4) round .' . . 
·considerable inconsistencies in epidemiologic data. 

o~ • 

Regaraing 'brel/st caocer., among the 10 case-control'studies considered, five . 
showed a reduced risk among smokers, though only i1l two of them (5-6) did , , ... 
the negative association reach.statis'tical significance. Smith et al (7) compared' 

420 breast èancer cases to 612 general popuJaUon controis. After adjustm~nt fOr . 
• • age and a wlde range ot Dotentlal confounders. $mOkln.a was not Slgn1tlcantlv 

related to the development of breast cancer- (relative risk = 0.99; 95' Cr= 0.97-" 
~ ~. . 

1.02). Rosenberg et al. (8) compared 2,160 cases to hospital-controls admitte~ 
l' 

for Ç>ther cancet sites (ovary, large bo\}!el,:meJanoma, lympho-reticular , 

·neoplasms). No siinificant association was found either for current smokers-o! 
, .' \ , 

any-' amount (RR= 1.1; 95'- CI = 0.9-1.3) or for sfuokers of 15 or more cigarettes 
" -, . 

per day (RR.;_ 1.0; 95' CI =0.8-1.3), 
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. Mor~over, evidence against the hypothesis that smoking may reduce the 
~ 

incidence of breast cancer by as much"as 20% (1) persisted even after allowance . . 
was made for all)dentified potentlal confounders. 

~ 

LÜ(~wise, in the data reported by Le et al. (9) from a case-control study of SOO ' , . 
Fren~h women with breast 'c.ancer an'd 94; controls,recruited in 66 private .. , 

sl,lrgical cUmcs a~d by Porter et al, ( 1 0) from two case-~ontro~ investigations 

including a total of over 360 breast cancer ~ases and 430 controis recruited in 
.. " .. 6-

. surgical wards and a prepald medical pJan, respectively, no s~gn1ficant 

assoçiation ~merged betweert smoking andbreast canCer. '" $ 

" -. .) . 
Data of th,e Canadian National Breast Screening Study, analyzed ~Sing a ca\;- , 

'j control study design (11), showed among pre-menopausal wome~n (49, cases and, 

cOlltr~ls) a twofold increased riS{ of breast cancer detection ( RR 2.1, CI = l.1-
a. 

4.0) for ever versus never smokers and a dbse-response gradient with . 

increased exposure. No overall aSSOCiation was evident among post:menoDausal . 
. " . ,. 

women (71 cases and 220 controIs). / 
• 1 • ~ 

Additi0n.ti data ~err also provided by ~und ((2) on the )dose. relationship • 

between smoking 'and estrogen-related diseases from a prospeCtiV~tudY of C 

" . "" . 
13,99"8' Norwegian ~omén . .2S9 incident breast qmèér cases we~e egisteted te • \.,. 
, , . 

durmQ a 1 ï"vear tollow-uo. 't'he rate (atto rQr curreflt smokers vs never .. 
\ , 

smokers was 0.84 but t-here'was- a positive linear relation with the a-mount ., " - .. 
. smoked dw1y: rate ratios were 0.62 for. those SmOkll)g 1 to 9' cigarettes/day, 

, 1.24 for smokers of lOto Hl cigarettes/ day. and' 156 for smQkers ai ~ 2,0 

cigarettes/day. Thus, these results did not support the hypothesis of a~ '\.... 
il • 

protective effect of smoking on breast cancer ris.lc . '; .. 

Bérkowitz et al. (13) in a large hospital-based case-control study (9S8 cases and 

1,062 controIs) conducted in Connecticut, noted for the first time a negative. 
~ '. D , 

associ~tion, adjusted for age and Quetel~t in~ex, b~tween current cigarette 
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sm.oking and benign brea~t diseas~ -suc~ ~s fibrocystic ~es~on's and/or, .' 

fibroadenomoas .. A, stron~ negati~e associatio~ was also reported betW'éen '~~~~::._ 

current cigàrette use ànd the occurrence of two rare lesions which have' been 
.. "0 ,. 

\ <:II .. _ 

found to have an increased maHgnant potential, i.e: atypical fob'Ularilyperp,Ûlsia 
• ..... .. 1 

"<> .,,. 

-and papillomatoriS of the breast' (I 4- \5). 
.. 

Finally. the relationship of smoking to breast cancer, risk VIas recently . . 
, 0 

,. . 

invest~ated by Brinton (16),1n a cafcontrot study InV~1~ing·I.~47 paùent's " 

and 1.930 contr~ls ~cr\Jite~ thrOUg~ a n!lHonwlde breast screenipg proar~m. 
, , 

. T,he rlsk was:not arfecte~ by smoking (RR = 1.2; 9~~ CI'= 1.0-1.4). This study 
• ~ r 

dld not support the association of smOking with~a,reduced~rislc amongnaturauy' 
, , e 

~enopausal women '(RR = 1.06; 95' CI = 0.8-1,3). Also.surprisingly, no gênerai' 
il .' 

t X ' 
evidence emerged that smokers eIperience an earlier menopause than non 

. smokers even withln the heavy smoking group. 
• 

) 

'Bar.on (4) also revieYied and summariZed the'results Crom the most relevant 

studies focusing on the influence of smOking on rîsk"6! )fdomeuilll C'Deer.' 

~l1reports r"elated to non f~tal cases {17 -} 9) showed· à,-,iiigative ~ssOCjat10n . .,. 
Q "Q ... 

-, 

. .. 
, . 

. ., 

.' 

1 , 

between smoking and endometrial cancer", though statistical signîlïcan~ ~as .. '. . ' , 
achieved in only one of them (17). On the contrary, results 6uoted from tWQ . " 

• 0 ' . endometrial cancer death studies (20-21) sugges~ed, if ~ything, a non 

significant increas.e of risk in s·mOkers. , . " '- }. . ~ ~ 
Three additional studies were published subsequent1y~o Baron's review ... Sm'ith 

.. ~', . 
. et al's data (22) from'a pop.ulation-based case-control studY shÇ)wed a decreased 

.~ non Sign~ica~t risk fo;' ourrent smo~ = 0,81;,95' CI': OA~-i.50). ~ , 

• Iistr;;;-;;tes weGj adj~sted ~or ·maj~r Ptntial conrounders. TYler et al (23) lI.l:o \ 

:investigated 437 endomet~.iiJ. cancer cas~s ~d.~20? generaf'poPUlatiOn,:;control 
~ . 
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subjects under age 55. No association '\!las shown between cigarettè smoking and 

the risk of endometrial cancer. ' 
, 

Finally ln a hospital-based case-controJ stUdy of 510 women with endometriaJ 
, - \ 

cancer and 727 controls with other neopJasms (coloredtaJ, melanomas, . 

lymphoreticular, thyroid or adrenal-gJand tumours), Lesko -et al. (24) round a 

reduction of about .sOI m'the risk of endometrial cancer for women who 

smokeà at least 2S cigarettes per day; the associaYRn was restricted to post-
, \ 

menopausal women. No reduction of risk appeare.d either among moderate . , 

smokers « 25 cigarettes per day) or among former smokers. I~ the anaJysis of 
-

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

multIple lOgIS tic regresslon 
..1 

On account of the notIce ab le inconsistencies in pUblished material and of the 

large public health relevance of the issue, the present report provides further 

data on the relation of cigarette smoking to endometrial and breast cancer- risle 

11 from an on-going case-control study of breast and female genital tract cancers 

(' conducted in Northern Italy. For this' investiga-tion, detailed informations od 

~ smoking and on other endometrial and breas~ ,cânceor risk factors were ava,ila~le. 

Thus, the role and influence of confounding and effect modifications could be .. . 
evaluated. . 

.. 
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MATEIUALS ANQ MEIHODS 

., 
Sin ce 1983, a case-control study of breast neoplas):as and of the female genital 

tract (pvary, endometrium and cerviI) has been conducted in the greater Milan 
". ' 

area, northern Italy. . ~ 

The design of this investtgation has already been ç1escribed (25-26). Brief1..y, 

trained interviewers identifÙ~d and Questioned women admltted for cancers and 

for a wide spectru m of other conditlOns to -university and general 'ho~pltals of . 
the greater Milan area. On the average, less than 2 \ of the eligibie women 

", 
(cases or controls-) refused to be interviewed. 

A standard QuestlOnnaire (see Appendix D) was used to obtain information on 
l , 

personal characteristics and habits. gynecological and' obstretical data. a 

problem-oriented medical histor'y. history of lifetime use of oral contraceptives 
. l' ' 

and other fema1e hormo1)es, C 

\ 
The subjects were asked whether they. were current smokers. I}ad smoked in 

" the past or were Ufe-Iong non smokers. The smokers and ex smokers (who had 

last smoked at least one year before) were asked the total quration ( in years) 

of the habit and how many cigarettes par day, on the average, they had smoked. - " - " 

The present study is based on data collec.ted before December, 1985. 

CASES - The cases were women with histologicaJ1y confirmed breas~ an~ 

endom,etrial canc~r, wllo were djagnosed~within the year prior to interview and 

w~o were admitted to the "OspecJ.ale Maggiore" UhCIUding the four largest . . 
teacÏling and general hospita1s),4to the Obstetrics and Gynecology University 

CHnies and ta the National Cancer Institute of Miian. AIl cases were interviewed 

in the hospital during first admission' or subsequ~nt follow~up. Women 75 + 
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years of age were elcluded. There ~ere 1,105 and 357 women with, 

respectively, histolQgically confirmed breast,and endometrial cancer. The 
~ . 

median age was 52 for breast and 62 for endometrium. 

\ . 
CONTROLS - Patients below the age of 75 who were admitted to University or 

o D 

general hospltals serving a cateltment area comparable to that of the hospitais . 

where cas~s had been identHied, were eligible as controls. About 90' of controis 
. 

('sa~e figure for case~s) were resident within the sam~.region. LombardyO' 
\ 

Potentiai controls were women admitted for acute diseàses other than 

" malignant, hormonaf or gyn~cological disorder.s or, more generaIly, judged to be 
. . 

unrelated to smoking or to anyof the established or suspected risk factors for 

breast and endometrial cancer. 
9 

A total of 1,279 sUbJects aged'25 to 74 (median age = 56) were interviewed. , 

Among them. 33\ had been admitted because of traumatie conditions, 26\ ~or . 
non traumatic orthopedie disorders (mostly low back.pain and dise disorders), 

~ . . 
15~ 'rcir s'urgicaJ COnditlOnS {mostly abdominal, such as appendicitis or 

strangulated hérnia), and 26' for other i11nessës such as eye, no se and throat, 

and teeth disorders. 
'" 

For estimating endometrial cancer risks, women who had undergone 

hysterectomy were excluded from the analysis (n= 157). 
, -\ 
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_. 'DAT A ANALYSIS AND CONTROL OF CONFOUNDING ~or t~va1uat~ng effects of an . 
\ 

- exposure factor. the \measure of asspciation considered was the relative risk: 

(RR}, as estimated by the ottds ratios (27), tog~tJler with Us 95' ft 
~ 

1 

approximate confidence intervals (28), Such estimators were derived [rom data . \ 

. stratified for age by the usual Mantel-Haenszel procedure (29), For multiple 

levels of e-xposure, significance was assessed by fi two tailed linear trend test 

(30). 
, , 

Other potentially confounding ·variables. includlng detertp.inants of smoking 

habIts in ttlis pOPulat"ion a~_ the major risk factors {or the ~isease studied, were 

.. examined and controlledior individually uSing,the Mantel-Haenszel procedure 

. '129). 
• 

Further, all the identified potential confounding factors were controlled • , 

Simultaneously by means of multiple logjstic regression, fitte.d by the method of 

faxim:um likeliho~d (27). Includ,ed in the regression equations for bre~t cancer' . 

risle' estimates, tbesldes the smoking-related factors consi.dered. were terms 
. . 

(s~lected.a priori and in ordinal form) for t,tle 16 follQwing v.ariables, age, 

marital s~atus, aie at- menopause, parity, numb~r of aitlivebirths, age at first birth, 
~, ' 

rr personal history of benign breast disease «nd of bre. i biopsies, family history 

of breast cancer, body mass ·ind,e.x, oral contraceptive ~d estÎ-ogen- repl~cement 

therapy use. Terms for age at first birth, persona! history of .beni~n breast 

disease and of breast biopsies were excluded from mode!s for endometria! 

cancer.The logistic eQuations ~ere fitfed us)ng standard ~tatistiCa1 packages" 

(31 ).Pre-menopausal women représented a separate categary in Ge regressien 

moC:el m~;for m,ultivariate tests for trend, exposures to smoking were, 

elpre9sed on a continuous scale. 
\ 

.. 
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RESULTS 

BREAST CANCER - In table 1 of Appendi:r A, distributions of Various charaçteristics 
, 

are pr~sented for cases "and contepls. Most variables show quite close similarities. 
• q • j 

Only slight, differences are noted for cases ~ho tended to be more educated ot in, 
" , . '. ' 

the highest socjal class, report~d oIder age at first birth and were Iess freqùently. 

muitiparous or in post menopause. Personat o~ fam,Hy history of either benign 'or, 

malignant breat diseases .. was more often evoked by cases. 

In table 2 (AppendiI A), are compared the' smoking habits of bfe~st ~ancer 
• CI Ù .. \1 Il 

"patients and the control group. A total of 72.4 per cent of the cases and 70.4 per 

cent of controis reported never having smoked. Among ever smokers, arouncJ 7 
" ' 

11 • " ." 

q" per cent of cases or controis were el smokers. Less than 2 per cent of either cases 
~ 

or controls were classified in the heavy current smoker group (=> 2S cigarettes 
.. CI • ... 

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

~ adjLÏstedrela~ive rfsk of breast,cancer ~or el smokers (who ha~ s[Q.oked àt least 

one year before) VIas 0.99 (95 , CI = 0.71-1,39) and the overall relative risk for 

aU curre-nt smokers together was 0.85 (951 CI = 0.70-1.04). Wlien srmu1taneou~ 

, allowance was.made for. th~16 major identifi~d potentiai confounding f~ctors, the 

ov~rall point e~imate for current versus never smok~was 0.74, with 95% 

confidence intervai 0.62-0.92. The lower risk estimatesJrom'multiple logistic 
• 0 

regression, as compared_ with; age-adjusted on:esl. was chiefly explainable in terms 

of social c1ass (as confirmed in table 3-Appendix A) which were positively related 

both w:.ith smoking and brellt cancer risk. 
1\ '1 

In table' 3 of Appendil A, separate age-adjusted relative risks are shown for 

current smoking in ~a~ious strata of the covariates listed in table 1. For MOSt 

\ 
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covariates. th~ relative risk estima te! were negative accross strata. thus shtSwing 

'no importan.l interactions. The·overall Mantel-Haenszel estimates varied between 

0.16 for education and O.92<for age atfirst birth, and the 95% upper confidence 
f 

t , 

., Hmits were'generaUy close to unity. Wh en attention is focused on menopausal 

status. thêre was a stronger significant negative association in the risk related to' 
, 

current smoking among pre or~In menopause women (age-ad,justed RR = 0.72; . 
- Il 1 \0 t' • 

95\ CI 0.53-0.97) as compared with post menopaùse women (RR = 0.93; 95' CI = 
\ ' . ~ 

0.71-1.13). 

Âmong current smokers of 1 to 14, 15°to 24 and 25 or more cigarettes per day, . . . 
the overall age.:adjusted relattve risk estimates were respectively 0.86, 0.82 and 

,\ . 

0.58. This negative trend in the relations between smoking and b\êast cance'r risk , -
. persisted after stmultaneoùs allowance for the 16 identified potential 

.- '. 6 _ . 
confoun'ding factors usin~ multiple 'logistic regression. The multivariate trend of 

, ' . 
decreasing risk ~ith increasing number of cigarettes srnoked J'as statistically 

, 

significarft (X~, ex smokers excluded, =9.44; p=O.002) . 
.;f. • 

Breast cancer Î'isk estimates according to smokini habits.. adjusted for age and for 

each individual covariate', are also presented in ~bles 1 to 17 (APQend'ix Cl. The 

negative trend shown in table 3 (Append1x A) 1S 'also confirmed.for each 
d . . 

covarlate. wlth no substantial dlfference .accross the tables. AithoU2h current 
• 

smokers were lighter th an non smokers also in the present study (676 per cent . . 
of smokers versus 559 per cent of non smokers had'body mass index < 25), there 

was no evidence that the effects of smoking.were confounded by Quetelet mdex 
.-

of 50ëly mass. Slmilar considerations apply to·a vanety of other breast cancet risk 

factors, mcluding age at menarche, age at fifst livebirth, family hlstory of breast 

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

11 
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ENDOMETRIAL CA,NCER - As com'pared to controls, wQmen with endometrial cancer 
.. j '" ~ 
were more frequéntly multiparous. had greater hody mass Jndex. were less 

educated, were Iess frequently ever users of estrogen replacement therapy or 

had a later menopause (table 1 of Appendix B). 

In table 3 (Appendix. B) are exam.ined effect modifications of smoking ~y 7 

- covariates. AlI estimates were signûicantly below unity. comprised betweel1 0.42 , . 
for. parity ànd 0.53 rof body mas~undex.lhere was no substantial dlfference in. 

the risk associateq with current smoking according either to education, m.arital , 

status, body mass indel or estrogen replacement therapy. 
_ ' \0 " 

Cases and controis were also compared according to smoking status and level of 
" . 

cigarette exposure (Table 2 - M5pendix B). The age-adjusted relative risk of ' 
~ < 

endometrial cancer was 0.8'2 (95'. CI = 0.49-1.35) for ex and 0.45 (_9Y~ CI = 

0.31-0.67) for current smokers. However, among current smôkers there was no . .-
evidence of a dose-risk relationship (point estimate" = 0.44 for ( 1 S cigarettes per 

day @nd 0.48 ior => i5) Similar comparisons were, made in tables 18 to 25 
1 

(Appendix C) for each single covariate, although, for descriptive purpose, delails 

were givèn also for subgroup smoktng =),25 clgarettes per day. Estimates were in 

close agreement with those from table 2 tn Appendix B. Furthermore, results , 
from the stratified analyses were consIstent with those derived from a 
{ . , , 
multivariate approach, which adluste,d simultaneously for indicat~rs for age, 

, . 
socio-econonYic status (social class and education), gynecological and obstetrical 

history, exposure ta exogenous estrogens', familial cancer history and obesity 

" (table 2 of Appendlx B) The negative relation betw~en endometrial cancer nsk 
-

a$d smoking was not matenally mod1fled ( multivariate risk for current versus . , 

never smokers = 0.46; 95% CI = ·0.30-0.7'OJ. 

12 
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'.' GENE;RAL D~SCUSSION AND CONCLUSIONS 

This stlldy show~d that current Sm~king is negaitvely associatelwith the risk of .. 
" 

breast and endometrtal cancer. Our findings are consistent wlth other 
,\ .. 

investigations on breast (S-6) as weIl as on endometrial cancer risk (I 7-19,24). , ~ 
~ 

As previou~ly suggested, our multivariate relative breast cancer risk estlmates 
'-indicated a 26t. redll,.ced.risk for current smok.ers, with a 9~t. confIdence interval 

; , 

of 8 1'0 40% and a statisttcal1y significant trend of decreasmg risk with increasing, 
o 

cigarette usage. As showed by Vessey (S), ex smokers had a relative risk c~ose to, ' 

unity. whereas the highest protecti<?n (twofold decrèased risk) appeared in the 
• Il 

heaviest current smoker group (2S or more/igarettes,per day). Ou~ results. 
9l .. ,-

however, are in contrast with other investigations (7 -10,12. 16) that failed to find 

suCh an association for breast cancer. , , 
, 

Our investigation suggested an even greater protection by smoking against 
1"-

. endometrial cancer, wlth an overall reductlOn of about SO per cent in flsk for 

women w.tto currently smoke. However, there was no eVldence of a trend of 
• n • 

decreasing risk wlth tncreasing number of CIgarettes among smoker~, although 

estlmates for former smokers were also close to unity. 

The re.lationship between end;metl\l~l as welJ as breast ~ancer and smoking could 

be 'medlated by estrogen hormone levels w.hich are redu'ced among smokers 'as 

,compared"with never smoke.rs (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 precis~ role of estrogens ln the ettology of breeast 

canCt;f rematns unclear. Sorne data ( Il) tend to suggest a non unuorm role for . " 

smokirg wlth effects that May depend on other factors like menopausal status 

and parity. 

.. 
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It is unlikely that reca11 bias considerably influepced the present findings. At the 

time of data collection, thé possible association~tw~en cigarette smoking and ' 
. '. 

gynecologic cancers had n~t yet gainetf'widespread attention lh the lay press in . 
Italy and was aImost certainly qnknown to the large majority of the subjects 

interviewed as we1l as to interviewers. Confounding b1as 1s aIso unlikely since 
, ' , 

simultaneous adjUstments for tlw major distortip.g factors a~d ot~er major risk 

factors for endometnal and breast cancer -dld~ not materi'ally influence risk 

estimates. 
t) 

.. • 1 

Par-ticipation rates in our study were/0ver 98 \, controts were admittéd for acute 
8-

diseases requl'fing hospitalization and judged ~o be ~nrelated with smoking .apd ' 

there was no considerable difference in smoking pre~alence among various , , 

'diagnostic subcategories. of controis. Nônetheless, iÙS_St111 possible that the 
. 

association th~t emerged. in this study is partly or tôtally d~e to generalized 

artifactually raised smokmg prevalence among hospital controls This bias might 
, . 

'ft ' (l 

be created, for instance, by ~ prolonged hospital stay among smokers, even when _ 

aCMlitted for acute non smoking-related cond1tions, with a consequent greater 
, \ 

probabilityof being mterviewed. However. data from the 1983 NatlOnal f!ealth 

Household Survey conducted by the ItaHan Centrallnstitute of StaUsUcs (IST A.Q) 
, <' 

(32) do not suggest t11is V1ew. since the duration of l\ospital stay was comparable' 
, ' 

for smokers a-nd non smokers. 

It 1S further reassuring that, from a companion study conducted with similar , 

methodo~ogy and Criteria of.selec.ti0n of cases and controls, emerged an elevated 

risk of cervLCal câncer ln smokers (multivartate risk for current vs never smokers . ' 

= 1.80) (33) It is s1111 possible that the positive association betweenCigarette 

smok1ng and cervical cancer was tndeed underestimated within the framework of 
.~ -

this case-control surveillance conducted in Northern ItaIy, and that the negative 
n • 0 

, - \ 

relation with endometrtal and breast cander was partial1y or totally artefactual. 
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, 
The larger estimate~ protection for' endometrial cancer, as compared with breast 

neoplasms, mtght therefore reflect p stronger estrogen dépendency of 

- endometrial epithelium. ' " 

:~ 

thus, the findtngs of this study, however clearly unconclusive in terms of precise . , 

risk as~essment and public health implications, are of inté'r,est Sina;. ~hey may 
, . , 

heip 'CIarï.fy hormonal correlates ol endometrlaf and breast cancer and add 
.' '. y 
further data to the current debate of smoking and .estr:ogen-related diaease. It Is 

, . 
ln our ~plilion impossible to distingùlSh between two dlfferent Interpretation~: 

o either female hormone correlates of smoking ( i.e. the reduced levels of the three, 
o • ~ • • • 

~ major endogenous estrogens) affect bre,ast and endometrial cancer ri5k (i,4) or a 

, generalized uncontrolled bias is present j~ various diagnostic sub<;ategories of . , . . .. 
hospitai controIs, prooticing spurious un~eresUmates of the relative risk. Further, 

our results indlcate that the potentiâl modifying or confoun~ing eff-.ect of smoking 
. , 

should be considered in further epldemiologiC"researcll on esU~ogen-related 

neopIasms. 
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SUMMAII 

" 

Data from a case-control ieyestigation conducted in Milan, I~aly: weaé analyzed 
/ 

to evaluate the relation between smoking habits and the ris1< of breast cancer. A 
~ f é , 

total of 1,105 cases of breast cancer was compared to 1,279 controis admitted 

for a large spectru m of acute conditl0n~ to major University -or general Hospitals 

in the greater Milan area. Compared with never smokers, the age-adJusted .. . ' 

relative risks were 0.99 (9Yl COnfiden~ intervllÎ(CI) '= 0.71-1.37) for e:l 

smo1<ers, ~d 0.8.5 (9S% CI = 0:70-1.0·1) foli, current smokers. Among current 

smokers, the rlsk estimates were 0.86 for legs thap IS cigarettes'tday, 0.82 for 

15-24 and 0.58 for over 25. Al10wance for sever al identified potentiaI 
• • c'" - . ' 

confounding factors 1ncluding age at men0f>ause. other major risk factors for 
• 

breast cancer and indicators of socio-economic status failed to explain the 

negative association between smoking and breast cancer. and the multlvariate 

trend of decreasing risk with incréasmg number of cigarettes smoked was 

statistic1-11y signllï~ant (X~ = 944; p= 0.002). 

\ These findings may be explained in one of two ways: either cigarette ~mQking 

does affect breast cancer risk, possibly through modifications of estrogen levels, 
l. l ' 

Of a generalized uncontrolled bias is prèsent in vadous diagnostic subcategories 
. . 

. of hospital controIS, producing spurious underestimates of the relative rtsk: 
, . , 

~ , .. 

.. 
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IlfIKOQUcIlON 
. \ 

A report by Mac Mahon et al. (1) of lower urtnary estrogen levels during the 

luteal phase of menstrual cycle in women who smoke than in non smokers raised 

widespread interest on the potential influence of smoking on estroaen-relaled 
1 ) • 

neoPIasm's, in particular breast and female genJtal tract cancers In a reviewon . - , 

smoking and estrogen-reI~ted dj~ease, Baron (2) found considerable' 

inconsistencies ln &pl:demlological data of smoklng and breast cancer Arrl'ong the 
" 1 • 

•• w -IV 10 case-control studies cqnsidered. rive showed a reduced risk among smokers. 

/ 

o 

though only in two of thein (3 -4) dld the negatlve association reach s{atisUca~ 

slgIUficance 

Additional studJes were subse_Quently pUblished Smith el al (')) compared 420 

breast cases to 612 general populatIOn controis ,After adlustment for age and a 

wide range of potential ctJnfounders. smoklOg was not signtflçantly related to the 
. , . 

. development of breast cancer. ( relative rtsk ~ 0.99: 95\ cr .. 097 -1 02) .. 

~osenberg et al (6) compared 2,'160 cases '0 hospJtaJ controJs·admJtted ~or other 

cancer sites (ovary. large bowel. melanoma, lympho ·reticular neoplasms ) No . . 
signulcant aSSocIation was round elther for current smokers of any amount 

. q 
(RR= 1.1. 9:S~ CI :; 0 9- r 3' or for smokers of l S or more cigarettes per day 

",. 

(RR= 1.0, 9:S~ CI", 0 8 -1 3) evIdence aiamst the hypothesls that smoJcina m,.ay . 

redu.ce the inci,denœ of breast cancer by as much as 20\ ( 1 ) persisted even afler 
~ 0 

, allowance was made ror all ldenttfied potenllal conCoundcrs. 
" • • ct 

4ilc;.:wlse, 10 the ~data repo~eb by Le et al (7) from a case-control study or ~OO 
Fr,ent'h women with breut cancer 1I'nd 94~ control! recrutted in 66 -private . 
Jurglcal chn1es and by Porter ct al (S}trom t1l0 case-control investiatUon. 

, ~ 
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• 
including a total of over 360 breast cancer cases and 430 controis recruited ,in 

. 
surgical \trards'and a prepaid medical plan, respectivEHy, no significant 

association emerged between smoking and breast cancer. 
~ 1 _ 

Data of the Canadian National Breast Screening Study, analyzed using a câse-

control study deSign (9), showed among pre-menopausal women (49 cases and 

controls) a twofold increased risk pf breast cancèl detection (RR= 2.1,9": CI = 

1 1-4.0) for ever versus never smokers and a dose-response gradient wtth 
• 

increased exposure. No overa11 association was evident among post-meropausal' 

women (71 casès 'and 220 contr61S). 
, 

AdditlOnal data were aIso provided by Lùnd (10 ) on the dose-relationsh,ip 
• 

between sJlloking and estroge~-related di~èases from a prospective stu.~f 

13.998 Norweglan women 259 tncident breast cancer cases.were.regisfered 
, 

during a IZ-year foIIow-up. The rate ratio for current smokers vs pever 

smokers was 084, but there was a pos!tive linear relation With the amount 

smoked dàl1~relatlve nsks were 0 62 for those smoking 1 to 9 cigarettes/dpy, 
l , 

1 24 for smokers of lOto 19 cl~arettes/day: and 1.56 for smokers of '70 

( clgârettes/daY. Thus, these resu!t§ did not support the hypothests of a protecttve 

effect of smoKing on breast cancer risk. 
. , 

Berkowitz et al. (11) in a large hospital-based case-control study (958 cases and 

1,062 controIs) conducted'{in Connecticut, noted for the first Ume a negative 

IlssociatTh.n, adjusted for age and Quetelet's index, between current cigarette . 
smo~g and bemgn br~ast dlseases sUch'as.fibrocystlc lestons a~d/or 

fibroaûenomas. A strong negatlve ass~iatlOn was aIsu repor~cfbetPleen current 
, . . 

cigarette .use and.the occurrence of two rare lèstens WhlCh have been found to 

hllve an increased ll}a1ignant potential, Le, atypical10b ular hyperplasia and 

papillomatosis orthe breast (IZ,13).· 
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Fin a11y , the relationship of smok~ng to breast cancer risle was'recently 

, investiga'ted by Brinton ( 1 ~) in a case-control study involying 1.'47 patients and . 
1,930 controls recruited through a nationwJdé breast screening program. the risk 

was not affected by smQking (RR = 1.2; 95\ CI = 1.0-1.4). This study did not 

support the associàtion of smoking wîth a reduced risk among natorally 

menopausal women (RR ""1.06; 95\ CI '" 0.8-1.3). Also s\lrprisingly, no general 

evidence emerged that smokers elperience an earHer menopause-than non .. , 
1 

smokers even within the heavy smo~ing group. 

• 
On account of the noticeable inconslstencies ln pUblished material and of the large 

, . 
public health relevance of the issue, we examined the relation between cIgarette . ~ 

.. smoking and breast cancer risk using data from a large case-control stUdy 

conducted in Northern Italy 
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S Do ft J fi C T SAN D M,fi THO P S 

Since Jan~ary 1 ~83, we have been conducting a case-coi1tr~J study cOr breasi 

cancer The general basis of t~is lnxestigatlOn has aJreaqy been reported (15,16). , 

Briefly, tralOed interv1ewers Idéntifled and quesùoned women admitted for 
, " 

breast cancer and for a w,ide spectrum of other condltlOns to unlVerSlty and 
" 

gen,eral hospitals of the greater Mllan area. Less than 2% of the eHgible women 

(cases pr controls) refused to be intervie~ed. ~ 

Q 

A standard questionnaireJwas used to obtain information on personal . ' . 
tharacterlstics ~d habits,. gynecologlcal an~ obstetrioal data, a pro~lem-oriented 

n\edical history, history of lifetime use of oral contraceptives and other female 
, , l1 

hormones. The subJects were aBked whether they were current smokers. had 
\ . 

" smoked in the past or were life-Jong non smokers. The smokers and ex smokers 
( f " 

,iwho had last smoked at least one year before') were asked the total liuration of 

tbeir habit On years) and how Many cig'arettes per day, on the .average, they had 

smoked. ..(' 
, 

The present study is based on data obtained before De~mber, 1985. 

ÇASES- The cases studied were women wlth hlstologically confirmed 
~ 

breast cancer, diagnosed wlthin the year prior tQ interview and who were 

admitted to the "Ospedale MagglOre" of Milan üncludtng the four largest teachttrg 

and general hospltals ~n MIlan) and to the NatlOnal Cancer Instltute of Milan. AIl 

cases were interviewed lU the hospital durtng first admlsslOn or subsequent 

(ollow-up A total 1 :,105 women below the age of 75 are tncluded In4he present 

analysis The medlan age was 52 years, and 437 cases (40%) were below 50 years 

,of age. 

26 .. ----. ' . 
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;'CONTROLS) Patients below the age of 75 who were admitted to unlv.ersity or - , . ~ 

'generaJ hospitals (withiFl the framework of the "Ospedale Maggiore". the laracst, 

hospital ln Milan), serving a catchment area comparable to that of the hospttaJs 
. , \. , 

where cases had been Identifled, were ellgJbJe as controls A bout 90 \ of the C3!'es . ' 

and of ~ntrols were resident withm the same reglOn. Lombardy. Pot!!ntial .. 
controls were women admltted for acute diseases other than- malignant, hormonal 

or gy~ecologlcai dlsorders oQe generally. dlscases Judged to be unrel~ted to 

smoking or to any of the,es(abltShed or suspected nsk factors for br~~st cancer, 

A total of 1.279 sUbJects aged 25 to 74 ( medlan age" 56 years ) were 

, interviewed Among 1hem. 33\·had been admitted becausc of traumatic 
1 

Il 

conditions. 26\ for non-traumatic orthoped1e disorders (mostly low back. . \ . 
pain and dise disorders). 15 % for surgical conditions (most1y abdominal. sueh as 

» acute appendicirts or strangulated herniaJ. and 26i for other illnessés such as 
p 

eye, nose and thro.at, and teeth disorders 

, , 

DATA ANALYSIS AND CONTROV OF CONFOUNDING - Odds ratios ( as 

·estimatocs of relatlve risks) (17)'i together with thelf 9~~ approximate con.ridencc . 
tntervals (fI) (18) were computed "om data stratifled for age by the usual , ' , 

Mantel-Ha~nszel procedurt? (19) Tests for Unear tteAd in risk. where appropriatc. 

were donc by the methol1 glven by Mantel (20) 

Other potenttally confoundtng variables. ~ng dctcrml~anlS of sf\loktna and . 
, -

the major nsk factors for hreJSl cancer. wcre CIa~inC:d and (onlrollcl1 (or 

tnc11Vldually UStnR the Manre! Hacnszel proCCllu..uJ J<)) f·:Ufthcr. aU ,the .dcnUrlCd . . 
potentlal confoundmg factors \Vcr~ cuntrotll'c1 simuitaneously hy mcans or 

multtplc '!ogl:2!lC rcgrcsslOn, r ltlcd br the mdhod of maXlmu m IIlcllhood' ( 17) . , 

Includ~d sHpultancously ln the rcgrcsslon equatl{)n~. hesldct; the smoklOi related. 

" factors conSldcrcd \\'crc lN m s (Select~d '1 pnon and ln ordmal rorm) ror the 16 
/ 

" 
\ 27 t 
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f~llowing variables, age, marital status. educ~t~o.n. sOCial class. age at menarche. 

m~nOP~USal status .. age at menopause. paru;, n~ber Qf livebirths, age at first , 
\ 

birth. persona! history of\ benign breast disease and of breast biopsies, family 

history' of breast cancer, bOdy mass in~ex. ora~ contraceptive and estroge~ 
replacement therapy ~se. the logistic equations \\Cere ntt~d using standard 

statistical packages (2 ~). \ -
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RISULTS 

• 
In table '1 chàraèteristics of breast cancer and control sUbjects are presented. 

Cases Jended to be more educated, in tl)e hlghest social classes, ' reported older 

age at first birth and were less freQ'uently Jl1ultiparous or in past menopause. 
'u 

Furthermore, cases rep6t'fed more freQuently a personal history ~r a benign 

breast' dlseasc' Ç>r of brea~t biopsies 

'The smoking habits of patients with Qreast cancer and of the c()n~rol group are 

compared ln table 2 W~tJl.. women who hàd never smoked, as ~he refcr-ence 
, . 

category, the age-adjOsted relative risk o!-breast cancer for'ex smoker,s (who~had 
" 

last smoked at least ~ne year before) was 0.99 (95\ ,CI", 0 71·,1 39) and the 

overall relative ,nsk for all curr.ent smokers together was 0 85' (95\ CI '" 0,70-

1.0-0 When slmultaneous a!lowance was made f{)r the 16 maJor identifled 
't 

potential confounding factors the overall point estimate for curFent vs never 
, , 

snlokers was 0.7.( with 95\ conftdenœ interval 0\60 ·0,92, The lower rtsk 

estimates from multiple logistlC regreSSl~ as compared \Vith age-adîusted onés 
~ . 

,.. was chiefly explalnllble 10 terms of social class indicators, which were posiUveJy 

" ,. 
" -

" 

o 

. . 
, related both with smoking and breast cancer risk _ 

~ {, - } . 

• 

Amon~ current smokers of 1 to 14. 15 to 24 and 25 ~r more èigare~ per da~ , 
~ -

the rela'live risk estimates were respectively a 86,0 82 and 0 58. , 

rhis'ne~atlve trend ln the rtation betwee'n S~Oking and breast canaer risk 

persisted a.fte~ slmultaneous aIIowance for the 16 identtfi'ed potenUaJ 
. " 

confoundtng factors UStng multiple loglStiC regression and the multlvariate trend 
. 

of·decrerasmg rlsk w~th increasing number of ~igarelteS smoked vas 

slgnifh:ant ( Xf . éx S~ded .... 9.14. p. 0.002). 

!tatisUcally 
§ 
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In table 3. separate. ageéadjUsted relative risks are alSo. shawn in various strata of 
, • 1 

, ' , 
the covariates listed in table l, For most covariates. the association between , c, 

current smoking and risk of breast cancer was negative acàos~ strata. thus 

showing no important illteraétions. ~The overall Mantel-Haenszel estlmates varied 

between 0.76 ror education and 0.92 for-age at firsi\birth and the 9~1 upper 
1. • • 

confiaence'limits were generally close to unity . . , 
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This study showed a negative association-between current smoking status and 
'\., 

risk of breast cancer. The multivatiate relative risk'estimates suggest a 26' 

reduced risk for current smokers. with a 9S' confidence interval of ~ to 40' and 

a statistically significant trend of a decreasing risk with increasing cigarette 

usage. As shown'in a previous study (3). el smokers had a rehltive riSk close to 
- '~ c , 0 

unity. whereas the highest protection (twofold decreased risld appeared in the 
, ; >, t • 

heaviest current smoker group (25 or mQre cigarettes per day) 

It 1S unlikely that recall bias considerab~y influenced the present flndings At 
~ .1 

the lime of data collection. the possible as'sociation between cigarette smoking 

aI1d breast cancer had not gained widespread attention In the lay press in '1 taIy. 
-,-

and was aimost cert~ml~ unknown .to-the largé maJorl1y of the subjects 
~ 

-;. 

~nter-vi.ewed as well as to mter~lCwers 

CQnfounding bias is a1so unli~ely. since allowance was made f?r several 

covariates, includtng menopausai statu~. age at ~mnopause or other major 

• idénùned risk factors for breast cancér 

However. the .possibility of selection blas cannot be easily dlscarded. Although the 

participation rate wa~ over 98\. con trois were, admitled for aèU1e dlseases ~ 
requiring hospttaliza't1on !)nd jUdae~to be unrejated with sm~ktng.- and there was 

no considerable difference in smoking prevalence among varlOUS diagnostic' 

subcategories of con troIs. ï~ i5 St11_POSSible'that an association of the SIle thal . . 
• 

, emerged in this s~udy is partly or tOUlly due to generalized arllfactua.lly raised 
\ . 

smoking prevalence amOlli hospltal controls. Such a bias mlght be caused. ror 
• 

. i-nstanc~. ~y a prolonged hospit"al stay amona smokers. with consequent areater 
, , 

probability of- being interviewed. However. data [rom the 1983 National Heallh . . . ' 
/ 

." 
A 

,1' :n 
" 

tt 

\ 
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..... . .. 
Household Survey conducted by the Italian Central Institute of Statistics (15T AT) 

.. 
. (22) do not suggest this view. since the duration of hospital stay was comparable 

for smokers and non smokers. It 1s further reassuring that a compan1on study 

Gonducted on the same population·with similar methodology and criteria of 
\ f • ., 

selection of cases and controls showed elevated risk of cervical cancer in smokers 
: (23). ~ _ ~. , . 

, The less restriài~e nature of our ~trol grouP. which Îl!cluded a hro~d spectrulll 

of 4~ute conditions. a~ compared with Rosenberg et ai. (6) choice ôr other cancer 

patieJ'lts as controls, may have contriblited to reduce the potenUaJ bias-toward a 

negative resu!t ev.oked'by Baron (24). Nevertheless. it is st~ possible that the . 

moderate negative relation with breast cancer is partIy or totally artefactual and . ., ' -

that the positive assoclation between cigarette smoking and cervical cancer (23} 

~ was indeed underestimated on accoui'lt of selection bias. 
... 

Thus, though the present fi~~ings are of ctear interest ~tpe curre~t debate of ~ . . 
smoking and e'strogen-related diseases. lt 1s in our opinion 

impossible to dlstinguish between two different interpretations: either female 
\ . - . 

, " , 

hormone correrates of smoking (Le., the reduced levels of the three inajor 
, .. / 

endoge,nous estrogens) affect breast cancer risk (1.2) or a generalized 
; 

uncontrolled bias 1s present in various diagnostic subcategories of hospital 

controis. producing sp.urious underestimates of the relative risk.-
, c.... • 
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TABLB J J, 

\ ' 

\.. 
A 

CHARActERlSTICS Of WONIiN "lIB BRIiAST CANCBIl 
Alfli CONTIOLS. MUao, It.ly. 1913-15~, 

4 

CBAKACTEKISTICS 

,AGE (yrs) 
<46 -.' 
40-49 
·>~O 

EDUCATION tyrs) 
<7 

SOCIAL CLASS ~ 
, .. 

/' HI (fllghesO 

Ill. 1 
\V-V (Jowest) r 

UNDEFI.NED 
. 

MARIT AL ST A TU~ 
Never married ' 
Ever married -

BODY M ASS 1 NDEX (kg,1 m 2) l' " (20 -', 

r 

·)20 (2~ 
-> 2~ ( 30 
.. >30 

AGE AT, MENARCHE (yrs) 
-dl 
12 .. 14 
·)1' 

EARITY 
o . 
t-2 
'.) 3 

, , 

CASES 
%,(N)+ . . 

l r~(127) 
2& 1(310) 
604(668) 

~" .. 
~~ 7(610) 
443(486) 

IZ Z(J3~H 
o .fI 2(.f~~) 

31 9<3~3) 
14}( 162) , 

J.f,M J6J) 
'8, 4(944) 

10 8(118) 
l 48.7(~33) " 

289(316) 
11 7(I2S) 

163(180) 
675(7"') 
J6.1( J1S1 

198(219} 
~7 3(633) 
ZZ,9(ZS3) 

, 

. 
~~ 

. . 

'p 

" 

CONIKOLS 
, (N)+ 

146(187) , 
1&,6(238) 
66 ~(8'54) 

636(790) 
:ft 4( "~B) 

, .. 

'~ 
\ 

• 

" 
" 

r ' , 
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TABLE 1 ( continûedl 

CBARACTER IST ICS 

AÙE AT FIRST BIRTH.(yrs) b 
(-19 
20-24 
2~-29 ~ 1 
.. )30 

" 
MENOP AUSAL ST A tus 

PRE + IN 
POST 

AGE AT MENOPAUSE (yrs) 
c". < Ml 

40-49 
-)~O 

CASES 
~ (N)+ 

4.1(3b) 
3~ 9(318) -
39 ~(3~tJ) 
20 ~(182) 

39 ~(436) 
60 ~«()68) 

75<51 ) 
433(2961 
492(336) 

iNERSONAL ~ISTORY OF BREAST BIOPSIES 
L TO ~ ~ . 92 7( 1024) 
US 73(SH 

, . 
PERSONAL HISTORY OF BENIGN BREAST DIS'EASE 

NO i 869(%0) 
YES 13l(14~) -

F AMILY HISTORY OF 13REAST CANCER 
"Ne' .' - . 880(972) 

YES ci 12003.3> 
" , 

'USE ÙF ORAL CONTRACEPrI VES 
~T[VER 90 6(1000 
EVER 94(10if) ( 

. USE (:JE ESTRodEN REPLACEMENT THERAPY 
NEVER \.. t 92 .8( 102'} ) 
EVER () 72(80) 

1 

'" 

CONTROLS 
\ (N)+, 

, , 

8.(86- ) 
411(419) 
34 6(3~3) 
159(162) 

32-6(417) 
674(861) 

,p71(62) 
.f'I1(413) 
459(401) 

:! ~1 

98 4(t2~8) 
1.6(21 ) 

934(1195) 
66CA4J 

948(1213) 
~ 2(66) 

92.7(186) 
~ ; 73(93) 

. 95 80Z2'j) 
4.2t54) 

1 .. 

.. "The number of 'Cases a.nd cOAtrols are shown 'in puentheses.<In.som.e .items, the ' 
sUQl of the strata does not add up to the total due tô a. fev missing values. .. 
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. Ra.{\IIVE RISK OF BREAST CANCEfLACCORDlNJLIO SMOKING. SIATUS AND NÙMBE& 
OF CIGARETTES SMOKED PER DAY Milan, Italy, 1983 .... 85, 

• 1 • " 

r· 

<\ 

Bre~st 

cancer 

Controis 

M-H b ,,' 

Adjusted 
(95" CI) 

----N'EVER .EX 
s moker s motel' 

- " , 
ALL CURRENT smQk.er (No cigarettes/d~y) 
fiURREt-.li <15 15-24 c =) 25 

l'I(\}- '~((%) Ni~J ___ NJ.1L_· -.-N (~) N(,.) 
, 

230(208) .1,,1(1281 . 77(70) "800(72 .. ) 12(1,1) '5(6 8) 

9(\1(70 ~) S5(66) 293(230) 17203") 99(77) 220,7) 

1+ 099 0 ~5 Il 86 
((l71'-J 37) lO 70-1 01) (û 68-{ 10) 

~ ~ 

o 

082 . , 

(060,;113) 
058 

W.Z9-117) 

Mdltjvariate C • -1+ o hl' o :-i Il S2 o 6~ o 3'> 
RR(9S\. Cl) t.o57-1 +4) (1) JO-0921 lû63-1(6) ~ fO"lS-094) , . (0 t~-O 83) 

.\. ,..-.---- ", , 
a, Ex-smokers excluded based on three levels of eXpDsure (1 15 = 1'5 cJgarettes/day 

.J • J -b Indicates Ma.n~J-Haenszel procedure adJust~~ for age 
( Est.im~tes from multIple JpgtStic regression al10wance vas made for 16 identificd PQteJltial 

distortin'g factors 

2 a 
XI (trebd) 

3 ~j 
(p .. O.06) 

9+4 

(p < 0,01) 

III 

'----~- + ReCe.rence category 

--./ 
, 

" 

.. 

~ 

1 

", 

'! 

.' .' 
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RELATIVB RIS" OP BREMT CAHCER (CURRENT VS-HEVER SMOICBKS) 
. FOR SELECTED COVARIATES_ Milan, Italy, 1983-1985_ 

• 
.. COVARIATE CA/CO+ R.RS{2~' Confidence .interval} 

~ 

AGE (yrs) / 

( 40 ''JI 120/173 , 0.58(0.36-0.95) 
40-49 288/228 ~0.89(0.61-1.30 ) 
... ) 50 622/793 0.94(0.72-1.24 ) '. "' 0.85(0.70-1 04) , M -H Adjusted ) 

~ EDUCA TI ON (yrs J A . , 

< 7. 583/748· 081(061-1.09) ., 
, =,> 7. _ ""438/410 0.72(0.54-0.96) 'f • • , 
M -H AdJusted 0.7p(O.62-0.94) 

1 S~I AL CLASS & . 
l -l!JHighest) 114188 1.17(0.65-2 Il)) 
JIn! 424/374 0.63(0.46-0.86) 
1 V -V (Lowest) 337/441 ' - . 0.69(O.47-1.0Q} . 

• UNDEFINED 155/285 1.18(0.72-1.96) 
• • 

.' 
M-H AdJ.usted 

" 
O.78(!}.63-0 9S) 

, 

MARITAL STATUS . 
0.90.(O.73~1.13} , • EVER MARRIED 880/1033 

, NEVER MARRIED 150/161 0.58(0.35-0.96) 

M':H • Adjusted 0.83(0.68-1.02) 
,-~ . ~ 

BODY MASS INDEX (kg/m2) ~ . 

< 20 108/161 0.39(0.23-0.67) 
=j 20 \ 2S 494/535 0.84(0.63-1.12) 
-:) 25 < 30 297·l368 1.5S( 1.04-2.31 ) ~ 

.=> 30 ~ 121/127 '0.56(0.29-1.09 ) 

M-H.· Adjusted ' 0.85( 0.69-'1.04) 
, 

AGE AT MENARCHE (yrs) \ 
II> < Il 168fz19 0.89(0.58-1.37) 

12-14 692/731 Î, 0.94(0.73-1.22 ) " 

C => 15 
/ 

168/241 . OA9( 0.29-0.83)' 
a 

M -H ~cTjusted 0.84(~.69-1.03) 

"'\ 
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IABLB ~ ( coDtinuCd ~ U . 

( 
.. 

"" .. 1 PARITY 
0 203/235 0.63(k 1-0.96") 
1,2 5.88/644 0.7HO 55·0.93) 
:) 3 ' 239/31 S l ,84( 1 15-2.92)' 

• • M-H AdJusted 083(068- J 01 ) 

aGE aI EfRSI IURIH~rs) 
( 20 34/77 076(0 2<}-1 <)'») 

20-24 .29')/392 o 77 iO ') j - 1 1 j) 
25-29 334/339 '1.07(0,72-1 '58) 
-) 30 164/149 1.0510 62-179) 

• M -H AdJusted 092(073-116) 
. l 

.. 
MENOPAUSAL SllATllS 

~ PRE - IN "i03/3.ct6 072(0 '53-097' , 
. POST 626/797 . 1 09310 71-1231 

• M -H. AdJusted ·083(0 6R-) (1) 

AGt AT MENOPAUSE (yrs) 
,. 40 47/')7 o .31( 0 1 ()·O 94 ) 
-> 40 593/755 1001076-152/ 

~-H ~djUsted 09 j«} 71- t 2 J ) .. 
J 

PERSONA L H ISTORY~QfJtREA$LOJQPS1BS 
. 

NO Q~)1I174 
- ~ 083('068-102) 

YES 75/20 J J'HO 38-398) . .. . . 8. . 
M-H A?IUSled , o 81(0 6q~1 03' 

PERSONAL ,HjSTORY QUENIGtil1BEAST PISEA?, ' , 

. !'JO "\ 896/1117 o 80(0 6~·O 9q) 
YES 134/n 

, 
0.89(0"'8-1.63) 

• .M-I~ AdJusted 
. 

O.8HO 66-0 qq)' \ 
1 

r-- ,fAMi'LY HlSTQ1{[Qr lU~,ASl~Al'4œB 
'0 NO " 9.1411136 O.81{(}68'103) ... YES 116/58 0,59(0 29-1 20) 

{ • • 
~ 

M -H Adju'Sled - -. o RHO 66·0 99} -
" 37 
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TA BL fi 

, ..1 

3 ( coDtinued 2) 

• ORAL CONTRACEPT l VE USE 
fi 

NEVER') 
. EVER .f 
M-H • Adjusted 

93711107 
93/87 

ESTROGEN REPLACEMENT THERAPY 
J , 

NE VER 954/1146 
EVER 76/48 -, 

M-H • Adjusted 

J 

1 

0.88(0.71-1.10) 
0.5HO.28-0.92) 

0.83(0.68-1.Ql ) 

'.0.81(0.66-0.99),,-
1.14(O.48-2.71J) 

0.82(0.67-1.01 ) 

+ Number of C~s/Number of contra s. in some items. difference; between totals 
, are dUe to a I\w missing v.a!ues 1 

• Relative rlsk estimate adJusted for age (only in eaeh stratum of various 
covartates considered) \ ' , .. . \ . 
Indicates Mantel-Haenszel overaU estimates adjusted for age and for each 
slngle covariate . 

&. Base,d on the head of the household's occupation 

. . 

fi 
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'The risk of endometrial cancer. in relation to cigarette consumption was 

evaluated i~ a hospital-based case-control study of breaSl and semta! neoplasms . , 
conducted ln 'Milan, northern ItaJy For ,the presènt analysis. 357 women (cases) 

with histotogiC~l1y confIrmed end1metrial cancer were compared ta a grou'p of 

1,122 women (controls) admîttedfor a large spectrum of aoote conditions 

unrelated to smoking or to any of the known or potentlàl r1SK factors for 
" endometnal cancer Compare,sJ with never smokers, the age -lldJusted relative nsJc 

estimates were for current 047.(95\ confidence mterval (Cf) '" () 32-0 691 and 

0~82 ( 95% CI "" 0 49-) 35) for ex~smokers The negatlve aSSOcIatIOn of 

endometnal cancer' wlth current smokmg was not mfluenced oy menopausal , 

status as well as by other ,maJor IdeIlllfled potenttal confounding factors, 1 e ' .. 

menstrual and repfoductl,,:e hlstory, body mass'IOde'I, or" contraceptIve/or 
... ..'" ". 

estrogen replacetnent ~herapy use and famtly gyn.ecoJogtc. cancer hl!;tory 
. . 

C~nseque~tlY. SimUltane~eallowance for the malo~ Idenufled ,potentlal ~ 

confoundIOg factors did not ~atenally Influence the nsk estlmates (mùltlple 
" logisttc relative nsk '" 0 16; 95%' CI =.030-070) However, there was no eVldence 

... •• Il 

of a dOSe-rtsk effect. sIOce the relatIve nsks were slmllar ID moderate and heavy 
f 

( 

smokers The present study conflrms that smok1Og'ls Jess frcQucnt ln cascs . 
.. hospltahzed for endometnal cancer. than ln a companson group of patients wJth' 

non smok1Og -relaled acute condItIons. ft was not pOSSible to show that thls 

finding was lOcldental and was due 10 confoundmg or olher obvlous blas 

. Therefore, thls negallve aSSOCIatIOn" 15 perhaps eIpJaIOed m term~ of reduced 

estrogen l~veJs 10 ~mo~ers. though the mfluenœ and the j~p()rtanœ of sorne' 
.. 

• uncontroUe~ion bla5 (du~é for msta~ce to longer ho,pltal stay of smoters 
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UfrlOOUCTION " 

Since Mac Mahon et al. (J } demonstrated a reduce'd excretion of endogenous If 

, 

estrogens ln urine' sa~I?Jed from·women wh'o smoked as compared to n~n 

sm.okers, seVèr.al investigations were eonducted to study the influence of smok~ng 
• 1 

on rtsk of cancer of the breast ami thecfemale reprod",ctive organs as weil a~ on 

other estrogen-dependent phenomena, for elample os.teoporosfs and uge at . ,., 
menopause 

Baron' (2)'r:~ntly revlewed and summar~d the results Ir~m the most,relevant " 

studJes on this tOPIC. AH· reports {3-5) relJed to non fatal endometnal cancer 0 

showed a negauve aSSocIatIOn betwecn smokmg and endometnal cancer, though 

s.~attstical slgnlftcance was achleved only ln one of them ( 3)tr On the contrary, 

r~sults quotad fr9m two cndometnal cancer deàth studles (6,71 SURRcsted, If 
• • 1 

anythtng, a non signlfn::ant Increase of nsk tn smokers ' , .. 
Tpree addttionaJ studJes were publlshed sub~equentJy to Baron s reVlew Smith 

et ars data (8) from a populatJOn -based case-control SlUdy showed u decreasedr 
, 

non s1gnifieant nsk for current smokers (RR: 0 81, 95~ cr !J: f) 41-1 ')0) 

.. Estimates were adJusted for maJor potentlal confounders Tyler et al (q) al~) . ....-
~ ->, • q 

·W investigated 437 endometnaf cancer cases and 3,200 pop~atlOn-based control 

subjects under age 55 No assOClallon was shawn between cigarette smoking and 

the risk of .endometrtal cancer 
, 

( .' 

Finally, in a hospital-bllsed ~ase-control study of ~ 10 WGmen wnfi endometrial 
, . 

cancer and 727..controls wlth otber neoplasms (colorectal, melanomas. -.... . , 

lymphoretlcular.lhyrold or a~renal gland "umours). LesJc~ et aJ (JO) round a ~ 

reductlOn of about 50 per cent tn the nsJc of, en.dometrial cancer fpr women who . 7 

smQked at least 25 cigarettes per day: the ~ssocjalion was restricted ta po~n-
. . 

menopausal wqmen No reduction of nsk appeared either among moderate 
_ ., "l 0 

... 
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smokers « ,25 cigarettes/day) or among former smokers. In the analysis of the 

last two reports potential confounders were aise aCCoullté.d for by means of 
, ~ 

multiple,logistic regression. 

The present re~ort provides furthe~ data ori the' relation of cigarette smoking ~ 
. 

endometrial ~ancer risk from an on-g01ng case-controt-study of breast and female 

genital tract neoplasms conducted in Northern Italy. 

, J 

S'U B J fi· C T SAN D M fi THO D S 

Since 1983, we have been conducting a case-control study of\lleopIasms of the 

femal,e genital tract (ovary, endometrium an~ cervix). The design of this 

investigation has aIready been descrlbed (I 1,12). Briefly, trained interviewers 
,. ' 

ièlentif1ed and Questioned women admitted for cancers and for a wide spectrum 
, ~ 

1 of other COnditiOns_t~ university and generai hOSPttalSo?t(he gr~ater Milan area. 

~ the average, Je$s than 2t of th~ eligible women (cas s or contro~s) refused to 

be 'ln.tervlewed.~ - _ 
/ , 

t • A standard Questi naire was used to obtain informatiori on persona! 
-

characteristics and habits, gynecological and obstetrical data, a problem-orienfed 
'\... 1. 

medicaI history, history of lifetime use Of, oral contraceptives and other female ~ 

ormones ~ j •• \ 

, -
e subjects were asked whether they were current smokers, had smoked in the 

past or were l.tfe-long non-smokers. The smokerS" and ex-smokers (who had last 

smoked at least one year before) were asked the totâ! duration (~years) of the 

habit and how many cigarettes per day, on the average, they had smoked. 
• 0-

. The present study is based on data obtained before Décember, 1985. 

CASES - The cases were women with histologicaIly confirnied endometrial 

cancer, who were diagnosed withm the year prior to interview and who were 

~ 

/ 
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o. 1 
admitted to the ~spedale Maggiore (including the four largest·tea:êhing and 

gêneraI hospitaJs ) . to the Obstetrics and Gynecoloay University Qinics and ta the 

National Cancer Institute of Milan. AU cases were Intervlewed in the' hOSpJtal 
/ ' 

during nrst admission or sUb.séquent folloW-up. Yhere were 3~7 women below 

the age of 7~ wlth histologically confir med diagnosis of cancer of the ' 
. . 

endometrlUm who met these criteria. The median age was 62 years ( 
.. ,! -

CONTROLS - Patients below the age of 75 who were ad mitted to university or . .. ~ 

géneral hospitals.(within the framework of the "Ospedale' Maggtore'" t 

hospital ln Mlla'n serving a catchment area comparable to that of the 
, 

where cases had been identûled) were ehgible as cc)ntrols 

About 90% of the cases and of contrais were resldent of the same regio . 

LombardY 
'. / , 

Potential controls were women admltteu for acute dlseases other than. 
'1 

1 )malignant. 2)hormonal or 3)gynecologlcal or. more genenllly, 4Jjudged ta be 
... r :: 

unrelated to any of the establ1she,d or suspected rtsk factors [(jf endpmetrtal 
rD , o' 

. neoplasms and to smokmg Women who had undergon~hysterectomy were 
. -

. exctuded from the analysls (n", 1 sn 
f " 

Of this final co,ntrol series ( 1.122 patients). 32\ had t;>ce,n admitted bccause of 
o 

traumatlc condItIons, 2S~ for non-traumal1C orthopedie dlsorders ('mostly iow 

baek pain and dise dJsorders). 1 S \ for surgieal cOnditions (mostly abdomu\aJ;"'such 
!, -' , , 

, as aeute appEfndicitis or strangulated herniaJ. and 28" for other iIlnesses such as 
• ,. r ) \' • 

_ /" 1 ,.. ~ r 

eye. nose and tbroat. and tee th disorders. The median aae w~s ~1 year.s. 
" " -', , 1 fi' 

. . 

./ 

. , l'i " 
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DATA ANAJ,ISIS AND CONTROL Of WHfOUrIDING - OdQds ratios (as 

estimators of celative'risks, RRs) (13), together with the!c 95' approlimate 

'COnfidence intervals (CI) (14) were derived from data stratified for age, by the 
'1:' ,,0 • Il e 

usual Mant,el-Haenszel procedure (15). Tests for linear trend in risk, wfiere 
, . 

~ appropriate, were ~one by the method giVe~ by Mantet (16). 
" 

OUrer. pottfntially confoundtng'variables, i~Cluding d~terminants of Sm?!ing 

trabits i;1 this 'poPUlation and t,he major risk Cflctors for thè .. disease studied, were 
- , 

ex·amined and controlled for individually using the Mantel-Ha~{lszel procedure • 

(15). . ' 
. 

Further, all tbe Identified potentlal cOnfounding façtors were controlled 
'. . 

simultaneously by means of multJple logistlC regression, nttéd by the method of . 
CI " • 

maximum hkelihood (13) Inc1uded;rl the rf.'~resslon equàtions, besides the 

smokln~-related variables conslder,ed. were terms (in ordinal form)for age, 
, < c 

marlta! status. education, socIal class, age at mènarche, ·menopausal status, age at , 
< , 

menopause, parity, nu mber of livebirtps, !amily gynaecoJogic cancer his'tory, body 

mass tndex, oral contraceptIve and estrogen4replacemerft l~erapy use. The logistic 
,. ~ , .r • 

. \ation~ were fitted U~ing st~ndard statistical ,packageS (ln. , • 

, 

RESULiS r .' 
ca 

.. 
As compared to controls, women with endometriâl cancer \Vere more frequenUy . 
nuHiparous, had greater bQdy mass index,were less educated, were Jess 

, . 
- frequently ever users of estrogen replacement therapy or had a later 'menopause . ' 

(lable 1) . , 

of cigarette exposure. When considering nevei-S rs as ref~renœ category, thé 
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o age-adjusted relative risk of endometrial cancer was 0.82 (951 CI ::r: 0.49- 1.35) 
... 

for el.", and 0.45 (95' CI = 0.31-0.67) for current smokers. However. among , 

\feurrent smoker?there was no eyidefice ôe a dose-rfsk r~lationshiP (point estima~e 
fi 

== 0.44 for < 15' cigarettes pér day and 0.48 for => 15). 

o • Relative r~sks of en~o~etrial cancer were tndividually adjusted for age a~d for 
t ., • 

several rel~vant covariates (Table 3). AH estiOJates were also slgniflcantly below 
c 

. unit y, comprised between 0.42 for: partty and 0.~3 for .body mass index LikeWlse. 
A . l' " 

negative associations between current smoking and cancer risk were 
. 

demonstrated accross most of the strata considered. , -
, -

Consequently, when indlcators for age, soclo-economic status (social class and 

education), gynecological and obstetrical hlstory, exposure to exogcnous 

estrogens, familial cancer history,and obeslty on the smoklllg~endometrial cancer 
• 1 ~ 

rlst relationshlp were Slmultan@Ol:lSly cOl1.S1dered In multIple ~OglSt1C ragression . 
~ eQuations. the negative relatlOnobetween endometrlal cancer rlsk and smoking 

o 

was not. matertally moduled (multivartate RR for current versus ncver smokers '" 
" V'. 
f ~ 0.46 ; 9S\ CI= 0.30-070) '0 

. , '", 

, -

~~ DISCUSSION 
(. 

, 
-Our analyses showed a negative association between smoking and risK of 

• 
• • 

endometrial cancer, with an overall reducHon of about 50 per cen~ ln risk for . 
women who curr,ently smoke How,ever, there was no eVJdenée of a trend of , 
deereaslflg r:.isk wlth mcreaslng number of CIgarettes among smok,ers. and the risk 

. ~stimates for former smoker~ we:re close to umty. 
1 • _ 

The rela~nship between endometrial ca.neer and smokina could/b"e mediated by 

estrogen hormone levels which are reduced amona smokers as co~pared with 
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never smokers 0,2). This hormonal hypothesis is consistent with effect of 

SfuOking on ~ther estrogen-related phenomena, i.e. ~e at'menopause and bone ' 

density. 
<D • . 

It is unlikely that information bias largely accounted for the present results~since . . 
at the ti. of data COl$ction, this hypothesis was'unknown t9 the interviewers 

and, probabIy, to the majority of the patients. ~onfounding bias is also unlikely -

si~ce simultane.ous adjustment for the major potential distorting factors, in\l~ding; 
/ - . 

menopausal status, age at Menopause. estrogen use and other major risk factors ' 
r'l ~ ." 

~for endometnal cancer did not materlaIly 1rtf1uen~ the risk estimates. 
• • ri f 

However. the possibl1ity of selection bias cannot be ,easily ruled out. Although 

participation rate was piactiCallY 100 %. cont(ols were admitted -for acute 

condItions unrelated' to smOkIng, and the distrib ution ./of smoking prevalence 
ç ,J ~ .. 

among dIagnostic subcategones of controis were similar. our estimates May have 
. ~ 

been biased if the prevalence of smOking in the hospital control series was 

il excessive ThIS b}as might be created. for instance, by a prolonged hospital stay 

among smoker.;. evep when admitted "for acute non smoking-related conditions. 

, . 

f. 

!J 

with a consequent gre'at~r probabillty'bf ~being intervi~w~. Howevero. data from 
< 

ihe 1983 Nattonal Health Household S~rvey conducted by the Italian Central 
\ 0 f 

Institute of Statistics (IST AT) (18) do not support this view. since the duration of . ~ ~ ~ 

host'l1tal, stay ~as comparable for smokers and non smokers. It is further" 
o • 1 

reassuring that. from a coml'anion study conducted wlth similar methodology and 
. . 

criteria of selection of cases and controls. emerged an elevated risk of cervIcal , 

cancer in smokers ~m ultivariate risk for current vs never smokers =' 1.80) ( J 9). 
JI, 

1 • 

It 1s still possible that the positive association between Cigarette smoking and 
1 

cervical cancer was indeed underestlmat,ed within the framework of tbis case-
o 

contfl)l surveillance conducted in Northern Italy. and that the negatlve relatIOn , 
with endometrial cancerswas partIy or totally artefactuaJ. FinaJIY. similar analyses 

o , 
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based ,on a series of over 1,000 breast 'cancer cases gave an overaU mulUvariate 

relative risk of 0.74 (95\ CI '" 0.60-0.92) for current smokers (Levi et al., 
~ 

ç-., , 

unpublished man'uscript). The larger estimated protection for endometrial , ' 

.' i 
cancer, as compared with breast neoplasms, might therefore reflect a stronaer 

{_. ." f . ~ . 
estrogen de,endency of endometrial epithellum. 

Thus. the findings of t'his study, however c~early unconclusive in terms of precise 

rlsk asseSSmel'lt and public heatth Implications, are of inteq-est since they may . . , 
hefp clarify hormonal ~orrèlates of e~domelrral cancer and add/urther data to 

the cur.rent de~ate of smoking and estrogen-related dlsea-ses Further. they 
~ 

indicate that the potenttal modûymg or confoundlng effect of sffioJong shouId he 

,.. consj~ered In further. epld~mJOJogjCal research on endome~rtal cancer 
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CHARACTBIsrICS OP WOMEN "lr8 INDOMBTIIAL CANCEl 
AND CONTROLS. IIUaa. Ualy. 1913-15. 

~ 
CHARACTERISTI(; 

\, AGldyrs) 
<40 

\ .ro-<49 
->50 
\ 

EDUCATION (yrs) 
'<7 

.• ) 7 ft 

MARIT AL ST ATUS 
NIVER MARRIED 
EVER MARRIED 

.. 

BODY'MASS INDEX (kg/m 2) 

< 20 
-> 20 < 2~ 
-> 2~ < 30, 
->30. 

PARIIJ 
o 
1-2 . 
->3 

.. 

AGE AT MENOPAUSE (yrs) 
( 40 
<CQ-44 
4'-49 
->50 

CASES 
, (N). + 

1.7(6) 
9.'(3<4) 

888(317) 

• 
76.2(262) 
23.8(82) 

66(23) 
30.2(105) 
33 O(l1~n 
,30.2(105) 

26:3('}4) 
• .f6 ,(166) 
27.2(97) 

2,4(7) 
6,2(18) . 

261(76) 
65 3(190,) 

, 

USE OF ESTROOEN REPLACEMENT THERAPY 
\ NEVER \ 86 6(309) 
\ EVER 134(48) 

CONTROLS 
, (N)" 

.. 

16.~(1Q~ 
19.i(fui 
6<4.4(723) 

62.6(681) 
3704(407) 

J4.6(164) 
S, .. f(9lS) 

1<4.20'9) 
~.0(51") 
29'(330) 
10.3(11~H 

. 1 

20.7(232) 
'3..ft~99) 
25.9(291)" 

-3.'(25) " 
13, .. (97) 
32 . .f(234) 
50.8(367) 

96 3(1081) 
37(41) 

• T.4e number of càses and controis are sIrovn in parentheses. In so~e items. the 
sifm of the strata "oes nat add up to the total due to a few missing values , 

• 
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REI.ATIVE RJSK OF ENDQMETRI AL CANCER ACCQRDING TC SMOKING STAIUS AND NUMBER 
OF CrGARffilES SMOKED PER DA Y. Milan, Italy, 1983-85. _~. 
NEVER EX CURRENT smoker (No. cigaret1.es/day) Xl(trend)a 

smol(er smoker ,15 .. > 15 
R(" L __ Nt ,. L ____ filll ______ N( ,.) 

Endometrial 
cancer 

Controls ~ 

M-H b 

. • <\djusted 
(95'- CIl 

30H84 ~) 

789(703) 

.. 
1· 

Ml,!ltivariate c 1 + 

RR(9S" Cl) 
'. 

2'2(6.2) 21 (5 q) 

75(67l 152(36) 

082 (144 

(0 -49-1 35) \0 27-0 711 

0.86 O-t6 
CO ')0-1 10) CO 28-07')) 

----ç 

.. Hysterectomized controts excluded (il !"157l , 

a Et-smokers eiètuded 

- .. 
·130'6 ) 

106(9.of) 

\r 048 
CO 26-0-87) 

04" . " 

(023-086 ) 

\ 

13.~ 
(p (0.001) 

1272 
(p (0.0000 

(1 

b Indicates Mantel-Baenszelprocedure adjusted for age _ 
c Estimates t'rom US:uluple Jogistic-regre'ssion. '611o~ance was mad~ for aU potentialdistorting 

factors . 

Refer-ence category 
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T A BLE 3 
J 

RELATIVE RISI: QF ENOOMETRIAL CANCER (CURRENT VS REVU 
SMOl:ERS) FOR SELECTED COYARIATHS. Milan, Italy, 198]-198S. 

1 . ' , 

i ~ 

o COVARIAJE CA/CO + RR§(9S\ Confidence interval) 

AGE ():rsl 
< 40 5/170 0.84(0.14-5.20) 

t .. 
40-49 28/206 0.37(0.13-1.07) 
=-) 50 302/671 O. 47( 0'.31-0 .7-3) . ' 

M -H Adjusted 0,47(0.32-0.69 ) 

EDUCATIQN (yrs-) .. 
0.51(0.31-0.83) 

. 
-'7 251/644 
=> 7 721369 0.44(0.23-0.84), 

M-H • Adjusted ff,48(Q,32-0.71 ) 

MARITAL STATUS .. 
EVER MARRIED '56/1.49 0,42(0.18-0.97) 
NEVER MARRJED 279/898 0.45(0.29,-0.69) , 

• • M -H AdJusted 0,44(0.30-0'.65) 

BODY MASS INDEX (kg/m 2) 

< 20 211146 o 28(0.08-0.96j 
=>20,,25 ). 94/474 0.77(OA3-1.37} 
='; 25 < 30 112/315 . 0.74(036-1 51) 
=) 30 99/109 o 13(004-040) 

•• M-H Adjusted . 0.53(0.35-078) 

EARIIY . ' 

0 ~ 85/212 0.48(0 25-091) 
1-2 J59/561 0.35(0 20-0.63) 
=> 3 91/274 0.53(0.20-1.43) 

M-ij ·Adjusted,~ 0.42(0.28-0.62) ( 

.J 

._' --"'----- ----------------
et ft 
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T A B L B 3 (contiDued ) 

AGE AT MENOPAUSE (yrs) 
=< 49 
=> 50 ' ' 
M~H ,. Adj\lS~d 

97/328 
179/340 

ESTROGEN REPLACEMENT THERAPY 
NEVER 289./1009 
E;VER 46/38 

M-H • Adjuste.d 

\ 

1 O. 40( 0.20·-0.83} 
0.49(0.27 -0.89) 

o () 43W.27-0.69) 

0.49(0.33:0.74) 
. O,18(O.05-0.6~) 

o 4~( 0 30-066) 

r 

+ Number of Cases/Number of cOlltJ"Clls (ex-smokers excJud",d • 

1 

In. -sorne items. differences between totals ue due to a fev missina values 

Relative (,sk esltml1tes ad,usted for a,e ( only ln ellcb sll'lltum of varlo~, 
covaria.tes considçred) 

• 

• In9Jcates ManteJ-Haensze1 overa11 csllmates adJu5teà for aBc a.nd for eacb :unaJe 
covariate ' 

1 

.. '. 

, . 

• J 
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·ADDITIONAL TABLES (table 4 to table 25) 
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TABLE .f 

.... RELATIVE RIS" OF nREAST CANCER ACCQRDING{Q SMOKING HABITS 
AND ADItTSTED POR EDUCATION Milan, Italy, 1983-85. 

~ ~NEYER EX 'CURRENT smoker (NQ, cigarettes/day) 
smoker smoker - <15 15-24 =>-25 
N (X) N(;) N (!p) --.k(~) N(,} 

EDUÇAIION < 7 YBARS 

B,reast can cer 49(}(80,3) 27(4.4) 6·f(10.5) 25(-4.1) 4(0.7 ) 
Controls 613(77.6) 42(53) 92(11 6) 35(4.4) 8(10) 

EDlLCATI0N~ 7.YEAR!i 
t 

'Breast Cancer 302(62.1 ) .. 8( •. 9) 77(15-:8) 51(105) 80,6) 
Contrais 253(55.8) 13(9,5) ,79(17.") 6..(0 .. .1) '1"(3.1) 

M-Ha RR ' 1+ 0.89 • 0.81 0.73 0.)1 
(95~ CD . (0.64-1.24) (0 63-~ 03) (053-·100) (028-1.06) 

• Iddicates Mant.el-Haenszel procedure. adjusted for age and education 

~. Reference catesory 0 
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TABLE ..i.. 
RÈLATIYE RIS&: OF BREAST CANCER ACCORDING TO SMOKING HABITS' 

ANI'> ADjUSTED FOR SOCIAL CLASS Milan. Italy. 1983-85. 

" 
,NEVER EX. CURRENT smoker (No. cigaretteslday) 
smoker smoker < 15 15-24 -) 25 
N (\) Ne,) _ N_L\J , Nl~l_~~ N( %) 

CLASS '1_ Il (Highest) 
Breast C&rl cer 68t50 4) 21(15.6) 
Con trois 57(559) 14(37) 

CLASS III 
Breast Cancer 526(71,6) 31(6.8) 

Contrais - ~3lf)2. 6) 30(7 i) 

o~SS IY-Y ~LQwe~tl 
Breast Can cer .28.(80 5) 16(.5) 
Controls 355(762) 19(. t) 

~ASS UNDEflNEO 
Breast Can cer 122(~ 3) 7(43) 

Con trois 236(787) 22(73) 
...... 

\. 

Y-Ha RR 1+ 090 

25(85) 17026 } 
13( 127) 13(27) 

58( 12 7~ 35(77) 
6907 i) . ~ÜO .. ) 

3S( 10 S) !-f(40) 
yI( 11,6} 34~7 3) 

2Q02 3) 1 H6 8) 
36020l 10(3) 

086 10,76 

g 

4(30) 
5(49) 

1 

50.1) 
10(2,5) 

~) 
4( 9) 

2(12) 
3( t-'O) 

0.53 
<95ft CI) (0,&4-126) (û 68-1 10) (û 55-1 04) co 26-1.(6) 

r.l!. 

• Indicates Mahtel-Haenszel procedu~. adjust.ed for age and social class 

+ Reference category 
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RELATIVE RISK OF BREAS~ CaNÇER.A.ÇçQRDING IO SMOKING HAJilIS-

. AND ADlUSTED FOR MARITAL ST ATUS ~Ulan, Italy, 1983-85, 
.., 

MEYER 'EX ~t smoker (NQ.si&...arettes/dày)· 
smoker smoker 

" N l";) • Nt 1;} 

MEYER MARRIED 

B.reast can cer 
Co ntro ls 

EVER MÀKEIED 
Breast Cancer 
Controts 

M-H& RH 
(95% Cl) 

116(720) 
lO7{60.8) 

684(72 5) 
794(72.0) 

1+ 

IH68) 
t)(~ 5) 

.. ., 
64(6.8) 
70(6}) 

098 
(0..71-1 36) 

./ .' --., .. 

,15 15-24' => 25 
N (~) ~ l%) N(%) 

-~ -~ 

18( 11 Z) 
33(188) 

123(30) 
139(26) 

15(93) 
17(97) ( 

62(66) 
82<7.4) 

/ 

._ ~86~J 082 
(~O) (060-112) 

.t' 

HO.6 ) 
4(23) 

" 11(1.2) 
180.6 ) 

0·59 
(030-117) 

a Indicates Mantel-Haenszel procedure, adj-usted for age and màrital status ... '\ + Reference category ~ 
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T .ABL E 7 

RELATIVE RISt OF BREAST CANCER ACCORDING 10 SMOKING HABÏTS 
AND ADjUSTED FOR BODY MASS 1NPEX Milan, Itaty, 198}-8S. , 

• 
NEVEK EX CURRENT 'smoker (No, cigarettes/day) 

'~smoker smoker d 5 ) 5"-24 => 25 
N (%) ~ .. Nl~~ \--,-~.~NJ %J~ __ .... N l%J ___ ~~ Nl %) 

HODY MASS INDEX ,',0 
Breast cancer 83170 3) 
Controts " 92(523) 

INDEX ,0 < 2S 

10(8.5) 
15(8.5) 

Breast Ca.n cer 376( 70 5) 39t 7 3) 
1 Controls 3%t6S,3) "5(7.8) 

INDEX 25 ~30 
Breast Cal1 cerI 
Conti'ols 

INDEX - > • .1Q. 
Breast Can cer 
Con trois 

230(728) 
31,2(810) 

104{S'.3 ) 
99(73,9) 

19((; 0) 

17(44) . 

7<5.5) 
7(5.2) 

11(14 i) 
40(227) 

77Ui i) 
81(11.01 

34(108) 
32(S 3) 

7(5.9) 
26(148) 

35(66) 
15(7.8) 

28(89) 
18(47) 

12(9.4). 5J3.9) 
1803 4') " 10(7.5)' 

" 

"-

HO.8 ) 
3( 1 7) 

6(10 
13<Z Zl 

5(16) 

6(16) 

M-H aRR 
(95% Cl) 

0+ 
l ' 1.00 087. 0.82 0.59 

(0.72-1.39), (068-1.12) (060-112) (0,30-117) 

• Indicates Mantel-Haenszel procedure: adjust.ed for age and bod~mass index 

+ Reference category 
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TABLE 8 ,.. 

RELATIVE RISK OF BREAST CANCER ACCORDING IO SMOKING HABITS 
. AND ADlUSTED FOR AGE AT MENARCHE Milan. Italy. 1983-85. 

NEYER EX CURRENT smQker (No, cigarettes/day) 
smoker smoke~ <: 15 1 )-24 " => 25 • 
N (%) N(l) N (1) ~_(xL _N~ 

AGE AT MENARCRE < 11 
Breast c"ncer 116(644) 
Co n trois 147(615) 

AGE 12-1~ 
Breast Can cer 539(72.3) 

. Controls 569(72.7) 

AGE -> 1S 
Breast Can cer .144(809) 
Con trois 182(11.7) 

M-H aRR -1+ 
'(95% CI) 

~ 

13(72) 

20(8.4) . 

S3( 7.1) 
52(66) 

10(5:6) p 

13(5.1) 

1.01 
(01.3-1.40) 

-

28(15.6) 
4107.2) 

94(26) 
89(14) 

1800 1) 

4Z(65) 

20(111l . 
'2-t(i(l.Ol 

52(70) 
63(80)· 

5(2.8) 
12(4.7) 

088 083 
(Q.6~113) (0.60-113) J-

4(2.2 ) 0 " 

7(2.9) 

7(0.9), 
10(13} 

HO.6) 
5(2.0) 

0.62 
(0.31-1:~4) 

a lndicates Mantel-Haenszel procedure, adjusted for age and age at menarche 

+" Reference category, ' ' 
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T A BLE 9 
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-----
RELATI VB RISK OF BREAST CANCER ACCORDING TC SMOKING HABITS 

o 

,PARITY Q 
Breast cancer 
Co n troIs 

EARITY 1-·2 
Breast Cancer 
Controls 

EARIIY -> 3 
Breast Can cer 
Con trots 

-
M-H aRR 
(9S~ CI) 

AND ADIUSTED FOR PARITY Milan, Italy, 1983-85. ' 

NEVER, EX . CURRENT smoker (No, cigarettes/day} '" 
smoker smoker < 1 5 15-24 =) 25 
N (%) N{%) , N (%) N~J N(\) 

151(689) 
15-((60,2) 

460(72'.7) 
470(68.3) 

189(74.7) 
277(82.7) 

1+ 

16(73) 
21(8.2) 

45(7 1) 
44(6,4) 

14t55) 
20(60) 

" 

097 
(070-1 35) 

'. 

29.< 132) 
5H19.9) 

83(13 1) 

99<144r 

2901 5) 
22(6,6) 

20(<;l 1) 

24(9,4) 

38(60) 
63(9.2) 

19(75) 
12(3,6) 

085 081 
(067-109) (O59-1-10l 

30·0 
6(2,3 ) 

7(1 J) 
12( 1 7) 

2(0.8) 
4(1,2) 

". 

0.57 
(029-1 13) 

• Indicates Mantel-Haenszel procedure, adjusted for age ând parity 

+ Reference category ï' 
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T A BLE 10 .. 
. RELATIVE RIS' OF BBEAST CANCER ACCORQING TO SMOKING HAQIIS 

AND ADJUSTED FOR AGE AT FIRST BIRTH Milan. Italy. 1983-85. 

NEVER EX çURRENI ~mQker (No, cigi\rettes/dayl 
smoker smoker < 1 5 15-24 => 25 
N t%) N(xl N (X) N (%) .~. N(,;) 

AGE tST BIRTH < 19 
Breast eancer 26(722) 2(5"6) 
Contro.ls 54(62.8) 900,5> 

"-.... 
AGE IST BIRTH 20-24 
Breast Cancer 235(73.9) 23(72) 
Controls 300(71 6) .' 27(6 4) , ' 

. 
AGE lST BIRIH 25':29 
Breast Cancer 264(75.4) 
Controts 277(785) 

AQE 1 SI BIRIH => 30 
Breast Cancer 124(68.1) 
Controts 115(71 0) 

• M-H aRR .1+ 
(95% Cl) 

16(4.6) 
14(-4.0) 

18(99) 
13(80) 

, 1.08 
(0.74-1.59) 

2(5.6) 6(167) 
8(9.3) 12(14.0) 

37(16) 21(66) 
49( Il.7) 35(8.4) 

5004.3) 
37(10.5) 

'23(26) 
26(160) 

0.98 

16(4.6) 
20(5 7~ 

14(77) 
8(49r 

086 
.(073-1.30) (0.60-124) 

3(3.5), 

2(0.6) 
80.9)' 

4(1'1) 
5(1.-0 

3(1.6) 

063 
(027-144) 

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

+ Reference' càtegory 
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RELATIVE RISt OF BREAST CANCER ACCORDING TO SMOKING HABIIS 
AND ADJUSTED FOR MENOPAUSAL STATUS Milan, Italy, 1983-:85. 

NEVER EX. . CURRENT smoker (No, ciga(et~s/day) 
smoker . smoker <15 15-24 => 25 
N L~L ___ ~J~J~ __ ~ __ NJ~t Nl%) . __ ~N(%) 

, 

PRE-_~JN:-MENOP AJ,!SE 
. 

Breast can cel' 287(65,8) 33(7,6) 7206,5) 39(89) 5(1.1 ) 

Controls 253(607) . 21(50) 7407,7) 5703,7) 12(2.9) 
", 

POSI -MENQEAUSE 
0 

BreastCancer 512(76,~) 42(6,3) 6900.3) 38(57) 70.0) 
Controis 647(75.0 _ 0-1(74) 9801.4) 42(49) 10(1,2) , 

M-Ha RR 1+ 0.99 0.85 082 0.58 
(95% CI) (0,71-1 37) (067-1 09) (060- 1.12) (029-'1.16) 

• Indicates Mantel-Haenszel procedure. adjusted for age and menopausal stat.us 

+ t~eference category 
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T A BLE 12 
~ 

RELA rIVE RISt OF BREAST CANCER ACCORDING TC SMOKING HABITS 
AND ADJUSTED FOR AGE AT MENOPAUSE Milan. Italy, 1983-85. 

~ ( ~ • t' 

NEVER EX CURRENT smQker (NQ, cigarettes/day) 
smoker smoker <1 5 ~ 15-24 => 25 
N (%) N( % )" N .( % ) N (,.) N( t,\) 

AGE AT MENOPAUSE < 40 . 
Breast cancer 42(824) 4(78) 
Controls e{67,7) 5(8 li 

AGE AT M~NOPAUSE 40-49 
Breast Cancer 212(716) 16(54) 
Controis 299(724) 31<7.5-) 

AGE AI MENOPAUSE => 50 
Breast Cancer 269(80 1) 23(6.8) 
Controls 315(78.6) 30(7.5) 

M-H aRR 
(95% Cl) 

1+ 0.82 
<0.55-1 23) 

5(9.8) 

12(19,"Ü 

42(142) 
51(23) 

25<7.4) . , 

38(9.5) 

3(4.8) 

22(74) 
27(65) 

16(4.8) 
13(3.2) 

087 1.13 
(0.62-120) (0.72-1.78) 

td' 
,4(1.4) 
50.2) 

3(0.9) 
5(1.2) 

089 
(0.34-2.32) 

a lndicates Mantet-H~nS?:el procedure, adjusted for age and age at menopause 

+ Referençe category 
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T A B L fi 13 

" RELA TIVE RISt OF BREAST CANCER ACCORDING TC SMOKING HABITS . 
AND ADJUSIED FOR HISTORY OF BREAST BI0PSY. Milan, Italy, 1983-85.-

NEVER EX CVRRENT smoker (No, cigarettes/day} 
smoker smoker <15 15-24 => 25 
N L11 ___ Nul~ _~_~"_ ~ (\L __ ~m N_L') N(%) 

nREAST BIOPSY NO 

Breast cancer 742(725) 
Contrais 885(703) 

HREAST BIOPSY YES 

BreastCancer 5'8(716) 
Controis 16(762) 

M-H· RR. 
(95% CI) 

• 1+ 

69(67) 

84(67) 

6(7.4) 
1(48) 

0.99 
(071-137) 

128(25)' • 74(7 2} 
168(13.f) 99(7,9) 

13( 16,0) 
1(4.8) 

3(3,7) 

0.88 0.82 
(Q 69-113> (0_60-1 12) 

11(1 1) 

22(1.7) 

l( 1.2) 
3(14,3) 

0.51 
(025-100) 

• lndicates Mantel-Haenszel procedure: adjusted for age and history of breast biopsy 

+ Reference category 
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RELATIVE RISI( of BREAST CANCER ACCORDING to SMOKING HABITS 
AND ADlllSTED FOR HISTORY OF BENIGN BREAST DISEASE Milan, Italy, 1983-85. L 

NEVER EX ÇURBENT smQlc~r (NQ, çigarettes/cJay) 
smoker smoker <15" 15-24 =>25 
N (%) N(%) N (%) lL(%L ____ nNL~) 

BENIGN BREAT DISÉASE NO 

Breast can cer 
,Controls 

708(738) 
850(71 LJ 

6·H6,7) 
78(6 5) 

BENIGN EREASI DISEASE YES 

Breast Canc~r 92(634) 
Con trots 51(60 7) 

11(76) 
7(83) 

M-H& RR 
(95% CI) 

1+ Çf 097 
(070-1 35) 

11301.8) , 65(6,8) 
160(134) 86(72) 

28(.19,3) 
12(14,3). 

12(8.3) 
1305,5> 

083 0.80 
(0 65-1.07) (059-1 10) 

100,0 } 
2H 1.8) 

" 
20.4) 
10,2) 

<Ji • 

0.59 
(0,30-1.16) 

a lndicates Mantel-Haenszel procedllre:-adjus~d for age and history of benign breast disease 

+ Reference category 
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EBLAT IVE RISK OF BREAST CANCER ACCORDING IO SMOKING HABITS 
AND ADJUSTED FOR FAMILY BREAST CANCER HISTORY Milan, Italy, 1983-85'. 

~ 

NEVER EX CURRENT smoker (No. cigarettes/day) 
smoker smoker (15 1 )-24 => 2; 
N (~ 1 N( %) ~nJ ___ ~ N {%} N(%) 

-' 

EAMILY BREAST CANCER HISIO.RY.."NO 

Breast can ce.i 714(735) 58(60) 129(13.3) 65(6.7) 6(0.6 ) 

Controls , 863(ïl 1) 7?(63) 160(32) 94(7.7) 19(1 6) 

F AMILY_BREAST CANCER_HJSTORY YES .-<. 
Breast Can cel' 80(647) 17(28) 12(90) 12(9.0) ,6(4.5) 
Controls ' 38(5i 6) 802 Il 12(82) 5(76) 3(4.5) 

'-

M-H a RR 1+ 0.91 \ 086 080 0.45 a 

(95% CD ' (i) 71-1 37) (067-1 09) (0,58-109) (022-0.93) 

a lndicates Mantel-Haenszel proce'dure, adjusted for age and famlly bl'east cancer history 
, ~ 

+ Reference category 
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RELATIVE RISI( 0( BREAST CANCER ACCORDI~ TD SMOKING HABITS 
AND ADJUSTED FOR ORAL ÇQNTRACEPTIVE USE Milan. Italy. f983-85. ' 

NEVE.R EX 
smoker smoker 

QlRRENT ~ker (NQ, cigarettes/day) 
<15 15-24 => 25 

N (%) . N(%) 

ORAL CONTRACEPTIVE USE NO 

Breast c~ncer 744(743) 
Controls \1: <' 863(728) 

, 

64(6,4) 
79(6.7) 

ORAL CONTRACEPTI VE USE YES ' 

Breast Can cer 56(538) 11(10.6) 
Con troIs 38(40.9) 6(6.5) 

/ 

M-H· RR 1+ . 0.9.7 
(95% Cl) (0.70-1 35) 

~(%) -'~ N (%) N(%) 

1170 t=7) 
153(129) 

24(23.1 ) 
19(20.4) 

0.85 
(066-109) 

65(6,5) 
73(6.2) 

12(115) 
26<28,0) 
) 

081 
(060-112) 

11(1.11 
18(1 ~) 

1(1.0) 
~(-4.3) 

0,57 
(028-1.15) 

• Indiçates Mantel-Haenszel proc~dure; adjusted fOI: age a.nd oral contraceptive ùse 
+ Reference category 
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RELATIVE RISK OF BREAST CANCER ACCORDING Ta SMOKING HABITS ' 
ÀND ADIUSTED FOR ESTROGEN REPLACEMENT THERAPY Milan. Italy, 1983-85. 

NEVER . EX CURRENT smoker (No, dgarettes/day) 
'smoker smoker < 15 15-24 => 25 
N '( %) ~i%) . ~ il} n ___ N_( %) ud ___ N~J 

~--

ESTROGEN REPLACEMENT IHERAPY NEYER 

Breast can cer 743(725) 7H69} 129026} 72(7.0) 0 '10( 1.0) 
~ Controts 864(70.5) 79(6 cf)' • 164( 13 ln 98(80) 20(1,6) 

g5TROGEN ~EPLÀCEMENT THERAPY EVER 

Breast Can cer 57(71 3) 4(~,O) - 1205.0) 5( 6.3) 2(2,5) p 

Contro1s :51(685) 6U1.1) 8(148) 1(1.9) 2(3.7) 

M-H'. RR 1+ 0,98 0,85 082 0.54 
(95~ cn (071-1 36) (067-109) (060-1 13) (O-,27-1W 

• Îndicates Mantel-Haenszel procedure. adjusted for age and estrogen rep1~cement therapy 

+ Reference cate,gory 
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RELATIVE RIst OF ENDOMEIRIAL CANCER ACCORDING Ta SMOKING HABITS 
AND ADIUSTED FOR EDUCATION Milan, Italy, 1983-85. 

NEVER EX CURRENT smoker (No, cigarettes/day) 
smoker smoker < 15 15'-24 => 25 
N (~) N(~) , N (~) N (X) N(,) 

EDUCATION < 7 YBARS 

Enûom. cancer 230(87.8) 
Con tr,o ls* 533(78 3) 

. EDUCATION =} 7 YEARS 

Em:lom. cancer 
Controls* 

59(72.0) 
223(548) 

IH~.2) . 
37(54) 

- J002.2) 
68(9.3) 

lO(3.8J 
'78(15) 

12(1-l.6) 
73(17.9) 

10(38' 
27(4,01 

1(1.2) 
59(1.., S) 

HO ~)' 
6(0.9) 

11(3.4) 

• ri 

M-B a RR 1+ 0.82 0.47·, 0.54 ,0.20 
(95% CD . r «(}.SO-1.35) (0-=,29-'0.76) (028-1.06-) (O.03-l,+U 

l 
• Indi,ates M&9-te1-Haenszel procedure; adj~sted for age and education, 

+ tœfere.n~e category ~ Hystere'Ctomized controls excluded (n=l57) 
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, U FO S Milan, Italy, 1983-85. 
, -

NEVER EX CURRENI smQker < (NQ. ci~arette§/day) 
'. smoker smoker -<15 15-24 -> 25 

. N (%) N(\) N (%) N (%) .. - N(%) 
~ "'= 

ÇLASS 1-:11 Uiighesti 
Endom.,.cancer 17(77.3) 1(4'5) .2(91) 2(91) 
Controls* 52(;55.9) ~12(I2 9) 13(140) 12(29) "l( '! 3) 

" 
CLA'SS HI . 
Endom. cancer 72(78.3) 6(6.5) 8(8.7) 6(6,5) 

, Centrols* 213(614) 26(7.5) 61(17.6) 37(07) 10(2.9) 

CLASS 1 V - V (LowestJ 
Endom. cancer 111(8-11) <)(6.8) 9(68) 2r 1 5) HO.S) 
Co ntraIs*- 305(76.1 ) 18(4.5) .. 7(11 .. 7) 27(6.7) -10.0) 

CLASS UNDEFINÈD 
Endom. cancer 10H91 0) 6(5."l) 3(27) HO 9) 
Controls* 219{77 9) 19(6,S) . 3H 11 0) 10(36) 2(0.7) 

M-B& RR 1+ 085 0.47 047 O.lS 
(~% CI) (0.52-1.38) (0 ZI}-O,7) (02+0 (1) (0.O2-0.9{) 

• lndicates Mantel-Haenszel procedure; adjusted for age and social class '-' , 

+ ,Reference cat~gory 
$:, Hysterectomized contraIs exc1uded (n=15?) 
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RELATIVE R~SK OF ENOOMnRIAL CANCER ACCORDING TG SMOKING HABIIS 
~)USTED FOR MARlTAL SrAIl~ MiJan,. Italy. 1983-85. . 

NEVER , EX. CURRENT smoker .lli.Q~ cigarettes/d3Y) 
smoker smoker < 1 5 15.,24 1 => 25 > " -

/. 

" N (~L~_' __ lli%L ___ ~ __ ~..Nal Iti.%) _ NC%) 

• MEYER MARRIED 
n 

Endem. cancer "I8(77.f:) 
Controls* 97(59 1) 

<-

EVER MARRIED 

Endom.. can,cec 253<85.8) 
cOntrols* 692(72 .2·) 

M-H& RR 
(95% CI) 

~ ,+ . . 
.1 

.. 
6(971 

lSÇ9 V 

16(5.4) 

60(6.3) 

0.79 
(1).-18-1.31) 

- ' 

s(29) 

32(95) 

~ 

14H.7) 
12002.5) 

16(98) 

110 il 
70(7.3) 

044 049 , 
(0.28-0,71) (0.25-0 93) 

• lndicates ~ntel-Haenszel procedure. ~justed ~or age and marital status 

,,+ Reference category • Hysterectomized controls excluded (n=157) 
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'- T _A B L. E 21 .. 
RELATIVE RISK OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS 

AND ADIUSTED FOR.BODY MASS INDEX (Kg/m~l ~Hlan, Italy, i 983-85. 

NEVER.EX CURRENI smoker (NQ, cigarettes/day) 
, "' smoker smol<er ',1) 15-24 ""~ 2S 

N (~) NÜ~) N (%) N (\) N(,;) , ',~. 

3(130) 
36(226) 

101.951 
75(46) • 

6(5,zf 
25(76) 

~-

. 3(29) 
15(30) 

22(38) 

6(5.7) 
3S\ 74) 

5(4,3} 
11(52) 

9(78) 

0.54 057 
(0 3'4-0 87) (0.30-1 .07 ) 

3U 9) 

H1'-O) 
1H2.1 ) 

60,S) 

0.20 
(0.04-119) 

<) 

, ~ 

a Indica~s Mantel-HaenszeI procedure. adjusted for age and body m~s index 
+ Referen ce category '. ~ Hvsterectomized controls exc1uded Co=157) . ~ 
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T A BLE 22 

.. 
RELATIVE RISt OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS 

AND ADJllSIED FOR PA1ITY MiJan.ltaly .. 1983-8S . , 

NEVER EX. CURRENT smoker (No. ci8i1rettes/dày) 
smoker smoker <lS 15-24 -> 2S 
~Hft) N(iL N«tt) .NJ"h) N(\) . 

PARIIY Q 
Endom cancer 70(745) 9(96) 13U38) . 2(2 1) 

" Û1ntrols:t 136(58 6l . 20(86) 48(207) 22(95) 6(2.6) 
.' -

PARIIY 1-2 
.. 1 AI 1 

Endom cancer 145(87 3) 7(42) 6(3.6)" '_~ , 7(42) 1(06) 

Con trois· 411(68.6) 38(6.3) 85{H.2) 5 .. (9.0) 110.8) 

PARITY ~> 3 
Endom. cancer 86(887) 6(6.2) 3(3.1) 2(2.1) 

Co n trois'" 242(&3.2) 17(58) 19(6.5) 10(3.4) 3( 1.0) 

M-H aRR 1+ . 077 042 047 0.18 
(9)% t;n (0.47-1.28) (0.26-0'"67) (024-0.91) (0.03-1 17) 

• Indicates Mantel-Haenszel procedure. adjusted for age and pacity 

+ Reference category • Hysterecto~ed contrais excluded (n=157) 
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T A BLE 23 

RELATIVE RISI). OF ENPQMETRIAL CANCER 'ACCORD'ING TO SMOKING HABITS 
AND ADTUSTED FOR MENOPAUSAL STAT~ Milan, Italy, 1983-85. 

~ . 
, 

NEVER EX CUIU~~T smoker (No. cig~r~ttes/dav) 
smoker smoker dS 1§-24 ='> 2S 

N L"J . N( %1 __ NuL-- 'N eXJ N(,;) -

" PRE- + 1 N -MENOP A USE 

Endom. can ce r 58(773) 6(80) 7(93) 4(53) 
Con troIs*" 252(61 2) .21(5.1 ) 72(17.5) . 55(133) 12(2.9) • 

/ 

POST .- MENOP A USE 
" 

Endom. can cer 243U~6 2) 16(5.7) 14(50) 8~2 8) 1W.4) 
Con trots*- 536(756) 54(7 ~) 8001.3) 31(44) '" 8.(1.0 

M-H a RR 11: O:i7 043 051 . 0.15 
(95% CI) (0.47-1.26) (027-070) EO 27-0 98) -(002-095) 

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

+ Reference category ~ Hysterectomized controJs elcJudecl (n=157) 
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RELATIVE RISK OF ENOOMETRIAI:. CANCER AÇCORDING Ta SMOKING HABITS \. 
AND ADIVSTED FOR AGE AIJÜElillEAlJ~ Milan, Italy, 1983-85. 

-
NEVER, EX CURRENT smoker (No.\çigarett~s/dayL-. 
smoker smoker dS .. 15-24 "'> 2S 

-'---/ 
N (~.) Nt %) . N (,.) N (~) N( " ) 

AGE AT l\1ENOPAUSE -: 40 YEARS 
Endom. cancer 

Con trois"', 
7(10001 

17.(68 (1) 

69(710 

2(8.0) 

1000 3) 

AGE AI MENOEA11SE 4)-19 IEARS 
Endom cancer 65(855) 4(53) 
Controis'" 174(744) 16(68) 

AGE AT MENOPAUSE ""> 50 YEARs 
Endom. cancer 16·HS6 3) 11(5.8) 
Controls~ 287(784) 26(7.1) 

M-H aRR 
(951., CI) 

1+ 061 
(O.34--112l 

5(200) 

201.1) 
11(11.3) 

4(5 3)_ 
300Z 8) 

10(5.3) 

. 36(9.81 

045 
(026-0.77l 

1( •. 0) 

6(6.2) 

.1' 

3(3.9) 
12tS.l ) 

·HZ 1) 

12(33) 

(152 
(023-1 zn 

Hl.0) 

-
2(09) 

1(0":5> 
5(1,4) 

02:5 
(0 03.-1.80) 

a Indicates Mantel-Haenszel procedure. adjusted for age and age ~t menopause 

+ Reference category ~ Hysterectomized controls excluded tn=157) 
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RELATIVE RIS&; OF ENDOMETRIAL CANCER ACCORDING TO SMOKING HABITS 
'AND ADIUSTED FOR ESTROGEN REPLACEMENT THERAPY . 'Milan, Italv, 1983-85. v . 

NEVER EX CURRENT smoker (No, cigarettes/du) 
smoker smoker < 15 15-24 => 25 
N l ~ l Nt ,. ) ~"N ( % ) N (%) N( % ) 

ESTROGEN REPLACEMENT TIlERAPY NEVER 

Endom cancer 
Controls) 

258(83 5) 

762(705) 
20(65) 

72(6 TI 

20(6.5) 

14 .. H13 3) 
·lH3.6) 
85(7.9) 180.7) 

ESTRCXJEN REPLACE~·lENL.THERAPY EVER ) . "-

2( -i 2) HZ 1) 

&<19,5) 1<2.4) 2(4.9) 

045- '. -._-- 053 025 
(028-072) lO 27-1.02) - (004-165) 

a Indicates ~fantel-HaenS7.el procedure. adjusted for age and estrogen replacement thecapy. , 
+ Reference category 'Hysterectomized controIs exclude!i (n=157) 
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APPBNDII D 

QUESTIONNAIRE (Italian) 
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APPENDIX .D 1 HAMUELt.A/OV~O/ENDOHETRIO J 
CARO. 1 

Studio n· 

Paziente n· 

Caio -1 

'Card ne 

Controllo -2 

Intervl.statore: ••• o' •••••••••••• , ••••••••••••••••••••••••••••• 

Nome del paziente 
------~--------------~-----

Indinzzo 
----~~------------------~--~ 

Ses.o: Hasch i,le-l 

Dspedale: 

Reparto: medicina-1 
. or topedia-4 

Tel. 

FelTl1\i n lle-2 

chirurgia-2 
DRL -5 ., 

g m a 
Da tf di ammi as ipne 1// /11/ 

1 

ostet.gine~ot.-3 
altro -6 

/ 1 

1 1 1 1-2 

1 1 1 1 )-7 

1 1 8 

ITl 9 

1 
, 1 10-11 1 

'/2/ 12, 
r 

1 1 1 13-14 , 

1 1 lS 

g III" a 
Daca intervi.ta 

Cartella ne 1 1 1 1 / / 1 1 

Dat. di nasci ta 

Eci 

Puo, (in Kg) 

Altezza (in cm) t 

1 1 / 1 1 1 / / 1&-19 

t III a 
l, 1 1 1 1 1 1 20-25 

1 1 1 26-27 

1 1 1 1 28~30 

/, 1 1 l' 31-33 

Stato civile: ~l. sposato/a -1 
~ separato/a. divorziato/a -) 

coniuga cola -2 
vedovo/a -4 1 / 34 

Etl al pnalO matrlmonlo 

Anni di istruzione 

Professione pazient'e -------_._-_ ..... _-----
Profe'lione conïuge _________________ _ 

~i.gno.i principal. _____ ~ _______________ ---------------

Aru di Residenu: Lombatdia-4; Nord/Cent.:yo-S; Sud-6 

Data di diagnoli 

Dhgno.i .eco.nd.ria 

Ne preparati i.toloaici 1 1 / 1 / 1 / / 1 1 1 

pazience 

conluge 

(I.C.D.) 1 1 

III 

1 1 

(I.e.D.) 1 1 

1 1 1 1 

1 / / 35-)6 

/ 1 1 )7-)8 
, 

1 / r )9-1,0 

1 1 41 

1 / 42 -
1 1 1 43-46 

1 / 01 47-411 

• 
1 1 1 49-.5~ 

1 1 1 53-Se 

1 1 / 
83 
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FUMO 

Ma i Cumatoreltrice-l; fumatore/trice-2; ex-fumAtore/trice-3 

se ex-tumatore/trice. da quanti anni h~ .messo di Cumarel 

se Curnator e/ex-fuma torel tr ice: sigarette. ne /die 

sigarl •. ne/die 

pipa, grammi cabacéo/die 

dura ta ("nni) 

Tipo di sigarette principalmente fuma te , 
nome 'commerciale: ---------------------------------------
ASSUNZIONE DI HETILXANTINE 

Ileve 

Caff~ 

c..lf~ decaffeinato 

Bevande concenenti cola 

CARO 2 

Pu:iente Q-

Ca.o-l Contra 110-2 

• Card n 

BEVANDE /.LCOOLICHE 

Il- tazz:e/die 

LI 
LI 
L-' 
LI 

- g iorni / let t imana • bicchieri/die Bevel n n 

Vina / r / 1 / 

1I1rra _/-1 1 1 

I.i.quor l 1 1 1 / 

.t -Â 

/ 1 / 

, " 

L 1 57 

1 1 1 58-59 

/ / / 60-61 

1 1 / 62-63 

/ 1 / 64-65 

/ 1 / 66-67 

_I-I 68 

Ourata 
(.nni) 

1 / / 69-71 , 

/ / / 72-74 

/ / / 75-77 , 
1 1 / 78-80 

1 1· 1 1-5 

1 1 6 

/TI 7 

Durata 
e a nn i ) 

1 1 1 '8-11 -
1 1 1 12-15 

/ 1 1 16-19 

~1 84 
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ABITUOINI DIETETICHE \\ 

~onsuma abitualmeote ? 

Latte (0- bicchieri/settimana) .................... (assuozione occuionale· 98) / 1 1 20-21 

Caroe (n- por:tiooi/settimaoa) o •••••••••••• 

Fegato (0° porzioni Isettimana) 

,Carote (0° por:tioni/settimana) 

, ..................... " 

.. " .............. " .... .. 

Vegetali verdi (ne porzioni/settimana). 

Frutta fr28ca (n- po~ziooi/.ettimana) ............... 

Uova (n-/settimaoa) .. .. .. .. .. . .. .. .. .. .. .. .. .. .. .. .. .. .. .. . .. .. , 

.. 
" 

.. 

" 

" 

" 

Prosciutto ed iosaccati (n- porzioni/settimana)" 

Pesce (n° porzioni/settimana) ....................... 

Formaggio (0- porzioni/aettiman.a>, ••• , •••••••• 

Pane integrale. 0' altri alimenti integrali: 

mai -1 

.â1tuariamente ('>., 1 giorno/settimana)-2 

abitua1mente (q 4 giornifsettimana) -3 

Come descrive (.) il suo consumo di: 

" 

" 

" . .. .. .' ... .. 

" " ...... " .. 

" , " " " .. " " .... ".. .. 
If ft 

.. ' 

If fi .......... .. ...... , 

" ft .......... 

" " ......... . , 
" Il 

" Il . ..... 

bu r r ô 1. , .. .. .......... \ ......................... , .................. ~ ................................... .. - ................... " .. ~ J' 

ms r ga r .. i na . , . , '1 .......................................... " ••••••••••• 

01 io ................................ li •••••••••••••••••••• 1 If: ••..•.•. . 

elevato -3 

---
/ / / 22-p 

1 
/ / / 24-25 ......--'--
" / 1 26-27 

l, 1. / 28-29 

..:,./--..:/_1 30-31 

1 1 / 32-33 

1 ) / 34-35 

1 1 1 36-37 

1 1 1 38-39 

-LI 40 

LI 41 

/ 1 42 

LI 43 
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,ANAHNESI PATOLOGICA 

qa mai avuto le aéguenti patologie (od effettuato i seguenti 
trattamenti) ? 

Etl di 

(1.. 

/ 

prima diagnosi 

Diabete mellito ......... t········.·····~······· ............. ~fII •••• 
Patologie della tiroide (specificarè -------------------) 
Obesi tA () 20% de 1 peso idea le) •......••..•.•.• ' •.••••.• o' •••••••••• 

lpertensione (trattata/con farmaci) •••••••.• .' ••••• ~ •. , •••••••••• JO 

Ip~r 1 ipidemie 
•••••••••••••••••••• ', •••• Il ••••••••••••• ,. •••••••• !' '. 

Cole l i tisai . , ................................................... ., . 
Cisti/tumori ovarici 

•••••••••••••• # •••••••••• '1 •••••••••••••••••• 

Fibromiomi uterini " ............................... '1 •••••••••••••• 

problemi di steriliti. / . ...................... ~ .................. . 
\ 

Patologia mammaria benigna ................................. , ... ,. , . 
Biopa ie mamma rie , , . .................................. " ..... ,. .. ; ....... . 
Tumori maligni 

(specificare) 
(I.C.D.) 1 1 l 'l / 

Isterec'tomia . ,. ...... ,. ...................................... . 
Ovariectomia lDOnolaterale ............................................ . 

Ovariectomia bilaterale ...•..••.••........•........•••..•.•••••••• 

Infezioni pelviche (salpingiti, etc.) ..... ' ...................... .. 

'. 

.. 

) 

L 

1. 1 ./ 44-45 

/' 1 1 46-U 

1 1 1 48-49 

/ 1 1 50-51 

1 1 / 52-53 

1 \ 1 / 54-55 
\ 

1 1 1 56-57 

1 1 / 58-59 

1 1 / 60-61 

1 1 1 62':'63 

1 / 1 64-65 

/ / 1 66-71 

/ 1 / 72-73 

J / / 74-75 

/ / ·f 76-77 

1 1 1 78-79 

" 

'. 
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CARO J 

Pazience n· 
, , 

Controllo-.2 

Cat:d n· 

"--r-­
STORIA OSTETRICA E GINECOLOGICA 

Etl al menarca 

> ,Ciel i mes trua li: 

regol"ri-l 

Stato menopaus.le 

pre- -1 in- -2 pOl t-menopausa- 3 

Se in po.t-menopau~.: etl alla m~nopausa 

Tipo di menop.ula: 

naturale-l 
actinie.-J 

Numero totale di: 

N.ti 
1 

chi t'urgiea. -2 
fa nnaeo Logie.-' 

, '-, Abort i Ipontanei 

I.V.G. 

Ecl .11. prim. gr.vidanzi 

Ecl .1 primo parto 

Etl .ll'ultimo parto 

\ 

" 

r 

" 

. , 

t , 1 1 i 1 1-5 

_,_, 6 

, 3 / 7 

, { , 8-9 

_'_l' 10 

_,_, 11 

1 / '12-13 

_, _1 14 

L-, 15 , , 16 

1 , 17 
, 

1 / 1 18-19 

/ / l' 20-21 

1 , 1 22- 2 J 
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HA MAl USATO 1 SEGUENTI CONTRACCETTIVI 0 FARKACI? • . . 

«ontraccettivi oraU-l; farmaéi per minacci. d'aborto-2; per irregolaritJ 'me.truaii-3; 

terapia della .terilit,A-4; altn ormoni feaminili (per Acne, ipertri~o.i •••• ) -5; 

IUD-6; diaframma od al tri contraccettivi. di barrier~ (preaerv.tivo) con reg~hritl-1; 
vi tamina A-8. terapu sos ti tuti ve in menopaua(a-9 • 

tti Durata Indicadone Fanna~o • nome commerciale:' 
inizio mesi 

1 1 1 1 1 1 1 1 -
1 1 1 , / , L-I 

1 1 1 1 l ' 1 L-I 

( 1 1 1 1 1 L-I 

1 1 1 0 
, 1 1 LI. 

1 1 1 1 1 1 L-, .) 

1 1 1 1 1 1 -'-1 1-

ANAMNESI FAKILIARE 

\ 

n· Borelle (vive 0 decedute) " 

Sua madre 0 le Bue sore11e hànno mai avuto: 

Tumori maligni della mamnella 
( 

Tumori maligni deI corpo d~ll-'utero 
(endometrio) \ 

Tumori mali gni deI l' ovaie 

Madre/ al-l 

1 1 --
LI 

Codifie. 

1 1 1 24-30 

1 1 , ~1-31 
1 1 "38-44 

1 1 1 45-51 

1 1 1 52-5& 

1 1 , 59-65 , 1 1 66-12 

L-I 73 

,~ 

Sorelle: segn.re 
n· con tumore 

L-I 74-75 

L-I 76-P 

LI 78-79 

ADDENDUM 

1 Durata media cicli meBtruali: 

) 

<.21' siorni -1; 21-25 -2; 26-30 -3,. 

31-35 -4; ;, 35 giorni -6; 

Totalmente irregolari -S; 

Non 10 -9 

.é • 

LI 80 

8,8 

" 

! 
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'hRD 4 

,L" '.:'t ',' , l' l' .. ~ 

" v 

p 

/ Faziente 

/, 

ntontrOllO;2 C450-1 

Card n· 
/ 

\ 

DIAGNOSI PRECOCE DEL CARCINOMA DELLA~LLA 

Elegue, solitamente autopalpazione maramella ' 
r 

(almeno 1 volta al mes"e)? 51-2 
1 

Se' SI, d. qU'l~ etAl 

Quante mammografie ha eseguito 
,f 

(p~jma della diagnosi 0 sospetto dell 'attuale patologia)? 

A Quale ,età~ha eseguito la prima? 

A quale età l'ultima? 

Quante ,termografie ha eseguito 

(prira d~l1a diagnosi 0, sôspetto dE!ll'attua1e patologis)? 
, 1 

A Quale!età ha eseguito la prima? 

, 
A quale età l'ultima? 

'-

/ '-

RtCETTORI , (carcino~i mammella/ovaio) 
j 

Elt,rogenici Negativi-l Incerti-2 Poaitivi&J 

Non dosati/Non 80 -9' -

Livello (Fmol/mg) 

Proge.tinici: Negativi-l Incerti-2 ,Poa'itivi-3 

Livello (Fmol/mg) 

.. ~ 

1 

. , 

" \ " , 

-. 

1 1 

, 

1" 

-i ~. "' ~ , ... ," " .. , ,. "';t't,::.,:: 
~, l'~>..''~ 

" -
P 1 / 1-5 

L-I 6 

/ 47 7 

1 1 8 

l ' / 1 9":10 

L 1 11 

/ / 1 l2-13 

/ / 1 14-15 

/ / 16 

':"'/--1.1_1 17-18 

:.-/ --=-t _, 19-20 

,j 

L/21 

1 / / 22-23 

1 1 24 
-"-" 

1 / 1 25-26 

, 
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APPBNDII fi 

QUESTIONNAIRE (English)' 
1 

, '" '. 

1 
1" 

\ . 

.. 

( • 

\ 

f 

/' 

) 

.. 

• \ \ 
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AFPE'NDIX B (ENGLISH) , 
..... I-r---

CARY 1 ',' 

.9tu~1. ~o". :~r.., .... _~... "~~\ : '\ .... _. 
~t1ent l!o ' . 

Case c 1 Control li: , 2 \ 
Ca rd No 

-2- ~ ".','" '!li . 

, . 

~ 

BRRAST/ovART/mmoJmnxuM 

1 ... ,; • 

t'Interviewer t~ •••••••••••••••••• ' ••••••••••••••••••••••••••••••••••••••••••• ' 
~ 

N'ame ot the pa tient \ ----------------------------------------
Address .. 

---------------------------------------------------

Sex : Male '= 1 
~ 
Hospita~ : 

Ward : 

• Female = 2 

surgery'= 2 

.. Tel. 1 

• 

., 
medicine ;:: l' 
orthopeslr- . 4 ORL ,------3--

obâtet-gynecol. = 3 
other ' = 6 

1 

Date of admission 

Da te of intervi'e" '--=---
, File No ____ lr ____ --: ____________ _ 

Date bt bil"th 
\ " J. 

Age 

Weight (in Kgs) 

H~ight (in om) 

--
Civil st~tus 

, . 

.P 

never married 
separate, divoroed 

Age 'at first marriage 

Tsars of education 

= 1 "married = 2 
1 .J 

= , - vrdow = 4 

, 
1 

patient 
husband 

Pro~ession of patient- _______ ~"~----__ ---------\------------

Profession of ~usband _______ ~ ______________ _,----------__ 

Main diagnosis ' ____ --', _____ ---p _____ ' (r. C .D.) 
Residential .!rea: Lombardy = 4; North/Center = 5; South = 6 

Da te ot diagnosis 
Seeondary djagnosis 

, 

No histolQgioal eXaJIls 

__________ (r.ç .D.) 

. / 

.. 

te 

" 

~ 

91 

.' ,. .. 

1-2' 
J t • 0 

3-1 
8 

9 

10-11 

12' 

13-14 

15 

16-19 

20-25 

26-27 

28-30 

}1-33 

34 

,35-36 

37-38. 
39-40 : 

41 

42 

43-46 
47-48 

49-52-
53-56 



" " -- "-, 

SMOKING 
l • 

Never smokero ... 1; smoker ... 2; ex-smoker = , 

• if ex:'smokèr,s1nn~ bov many 'years ,have you stopped ? 

if smoker / 'ex-smoker : oigarattes No/day 
oigars NO/day 

." pipe, grams tOllaoco/day 
durat10n (years) 

" 

TY~Or oigarett~' p~inoipally smoked, 
OOmmjrOlal name : ________ ' ___ -____________________________________ __ 

. 
ABSORPTION OF METHYLXANTHINES 

Do you drink ? 

Coftee 

Decaf~elna ted cottee 

Tea 

Drinks contalning Kola 

-
No cups/day Duration (years) 

.. 
\ 

b 

57 

58..,59""'< 

60-61 
62-6' 

. 64-65 
66-67' 

68 

. , 

69-71 

72';" 4 

75~7J, 
7f!-80 

f-------------------------------------------------------------------------------
• f 

CARD 2 
- . 

Patient No 

Case = l Control ~ 2 

Ca rd No \ .' 

ALCOHOLIC BEVERAGES 

Do you drink ? No days(week . 
• No glasses!day Duratio~ (year~) 

,-
Vine 8..:11 .. 
Beer' 

Llquors 

1 -o t 
• , . , 

", 

92 
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,-

, 1 

. 

~ 1 • 
"1 

" j .. . , 
\ x,.. , 1 ~ 

DIE'l'ARY HASITS 
; J 

\)' 

Ususl'conaumption 1 , 

Kilt (No glasses/vsek) 

• Meat (No portions/veek) 
... 

" .. 
Liver (No pqrtions/week) 

~ . 
CarotE! (No portions/veek), .. 

Green vegetables (No portions/week) , ... 

~e8h fruits (~o portions/veek) 

Eggs (No/week) 

Jam ,and sausages (No portions/veek) 

Fish (No portions/veek) 

Cheese (~o port~ns/week) 

Wholemealbread 

intermittently (~ 

usl1&lly (> 

never = 1 

l day/week)'" = 2 

~ daye/veek) = 3 

l' '" >1,1 , , 

,. 

\ 

" 

Hov do you déscribe (~) your consumpti"0g ot. : 

butter 

m&JiI€8rine ... 

• oil 
tI 

(i) scarcs = 1 normal = 2 high· = 3 

\, 

, 

, . , 

' . . 
- (occasiona11y = 

ft 

ft 

ft 

\ 

" 

" 

" -

ft 

" 
ft • 

'f 

• e 

98) 

" 
ft 

ft 

tt 

. .. 
ft 

" 

" 

" 

" 

, 
o 

. .\ ,'-

,'- .. 

20-21 

22-23 

.24-25 

26-27 
r 

28-29 

30,31 

32-33 

34-35 

3r37 . 

38-39 
~ 

QI 

40 

41 

42 

43 

I, 



PATBOLOGICAL AHAJœESIS 
j 

-0 lS 

Have you evar had the ~ol~ovlng diae&sea or/ther~piè8 " 

, 
\ . . 
Diabetas mellitus 

Diseases of thyroid (speci:t'y. _________ ~ ... ICo--) 
o . . 

. Obesi ty (> 20 /0 of. ideal weigpt 

Hypertension (med1eal1y treated) 

Hyperlipidemias 

. Cholelithiasis 

Ovarian, oysts/tumours 

uterine !ibromyomas 

"' '. 

Steril1ty problems 

.. ' Benign disease ot breast 
- - Q 

Breast biopsies 
• 

Mal1~nt 'tumour#_~ __ -r--__ (I.O.D.) ___ _ 
( s.peoify >. .. 

1 • , 

Hysterectomy 

Monolateral ovariecto~y .. 

Bilateral ovar1ectomy 

Pelvlc infections '(s~lp1ngiti~, etc.) 
'"" .. 

\ 
t 

, . ~~ 

0 , 
1 \ 

J . . -
Iii 

'::'. 

~;' ;-~,. '. ;:.: t'-,~. ~:;:-~~~ 

, 'l. !l, 

\ 
. . 

Age ot tirst' dtagnosis 
• 

~ . 

" 

" 

~ 

.. 

.. 

-' 

~ 
'1 

. 
~ 

Il 1 

t.. 
.. 

\ . , 
\ -

. , . 

44-45 

46-47 1 

, 
48-49 

50-51 

52-53 

54-55 

56-57 

58-59 

60-61 

62-63 

64-65 

66-67, 

_ 72-73 

74-75 

, 76-77.' 

78-79 

. ' 

1 \ 
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! , 

C CARD' 

.. 
Patient No 

4 Case 1:1 1 Control 1:1 2 

• 
.. 

Card No 

• J 

OBSTETRICAL Alfn,GYNECOLOGICAL HISTORY 
! 

Age a t menarehe 

Menstrua1 cycles : 

regular =' l ' 1rregular = 2 

Menopaussl statua' 
. 

, pre = 1 in- = 2 post-menopausal = 3 
w 

. , 
" ) 

~, "'1-5 

6 

\ 
7 

.. 

-. 
.8-9 

10 

\ 

, . 
11 .. ' , 

It in post-men0p8US8 age a t menop&use 12-1' 

( 

Type of men0p8US8 : 

r--
Total number of : 

Births 

natura1 = 1 

actinie = , 

~pontaneous abortions 

Indueed abort1oos -

Age at tirst pregnancy 

Age at first b1rth 

Age at 1ast b1rth 

suigicàl ='2 , 

pharmaoologieal 1:1 4-

. , 

.' . • 

, 

.. , 

-' 

/ -
/. 

14 

15 

16 

.17 

20-21 

22-23 
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,0 

,I~ 

i 
'( 

-----------------------~-~----.. 

HAVE YOU EVER USED THE FOLLOWING OC OR DRUGS : 

. 
Oral oontracepti'Ve~ = 1; drugs for \ misparriages = 2; menstrual irregula~ ties .. 3; 

ster1li ty = 4'; • other f'emals hormones (for acne, pypertrivchosis)= 5 ;, IUD = 6; 
, • r 

diaphragm or other contra.ce~tives (preservatives) regularly = 7; vitaminC!.= 8 ; 

estrogen replacement thërapy for Menopause = 9. ,-

---
.C> , ' 

Age 

start 

Duration 

monthe 

Ind1caUb-' Drug, co~ercial name 

., 
'.' ," 

, ' . 
... -----

. , ,.~ 

FAMILIAL ANAMNESIS 

No sisters (alivelor dead) 

&ve your mother or yoy,r s1s1;er ever had: , 

.' I~ot~r/yes =w l 

Ma1i~nt breast tumours 

Ma1.ignant tumours of uter1n~! 

c~rpus (endometrium) 

) 

4 .-

Sis ter 

No vith 
'" 

.. . \ 

( 

..( 
• .. 

:' note 

tumour 

Malignant tumours of ovary 
,-~-----

ADDENDIDI 

~at1on of menstrual cycles : < 21 days = 1; 21-25 =.2; 
31-35 = 4 ; > 35 da ys = 6 
Totally irregular = 8 
Don't knOY = 9 ~. 

• Il 

.. 

. . 

. 
- • 

24-'0 

31-'7 

38-44 

45-51 

52-58 

59-65 

66-72 



.... ... 
• CARD 4 r" 
#"' {:l 

( Patient No, 

u 

.~ ·Case ::& 1 Control l1li 2 

• \ 

Ca rd No , ~ 

~\. 
• \ 

EARLY DIAGNOSIS 'Or BREAST CANCER ,~ 

Do yo~ usual1y ~ractice breast se1f-examination ? 

(at 1east once a month) NO == 1 YES = 2 
,,' If YES, sinee what age? 

H'o~ mauy mammographies did you have ? 

fbetor~ the diagnos~s or suspê'et of actual disease ~) 

'- 1 A t l'ha t age did you have the tirst one ? 

At wha t aga,,' the las t one ? .. 
Rol' ~ny thermographies did you have ? 

(before the diagnosis or suspect of actual disease 1) 
., 

At l'hat age did you have the' :f"irst one? . 
At l'bat age the 1ast one? 

" 
, , RECEPTORS (breast/ovariB€,. cancer) 

-' 
Estrogen:1.c: Negative = l UnoertailÏ == 2 Po'sitive = :3 

,Progestinic: Negative = l Uncerta1n == 2 

Level (Fmol/mg)' .. 

" 

c . .; 
r , 

, 
, . 

0' 

.. 

" 

• 

.. 

~ , 

• 

.. 

1-5 

6 

7 

8 

9-10 

" Il 

:t2-1;5 

14-15 

16 

17-18 

19-20 

21 

22-23 

'24 

25-26 

, J 
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