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© Cancro della mammella ik

Il cancro della mammella ¢ una neoplasia
ormono-sensibile

Nel mondo ¢ la seconda causa di morte
dopo il fumore del polmone e per le
donne rappresenta la principale causa di
morte per neoplasia
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Fattori di rischio per carcinoma della mammella

Non modificabili [ _
- Eta -

* Razza, etnia, migrazione

» Fattori genetici/familiarita
» Eta del menarca/menopausa
* Densita della mammella

* Ormoni endogeni

. g Breast Care 2009;4:82-87
* Patologie benigne
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Modificabili

- Dieta/consumo di alcool
* Fumo di sigaretta

» Attivita fisica
» Obesita
» Eta della prima gravidanza

- Allattamento al seno

- Terapia ormonale contraccettiva/sostitutiva (?)

Breast Care 2009:;4:82-87
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Other Risk Factors for Breast Cancer

Otner nisk faciors for orsast cancer Inclugs age, reprocouclive ana mensvusl history, normone therapy,
radistion exposurs, mammaogrsphic bresst density, slochiol Intaks, physics! sctivity, snthropometric
sariables, ano s nistory of benign breast disesse. (Refer to the PDQ surmmary on Sresst Cancer
SErsvention for more informstion ) Thass fectocs, incluging their rele in the sticlogy of breast csnoar
among ERCA 1/ERCAZ muiation camers, are consioersed in mors getail in other reviews [13-15) Brisf
summaries sr= given oslow. nighlighting, whers possitle, the effect of tnase risk faados in women who
are gensticslly susceptible io orsest cancsr [Refer to the Clinics| masrnsgement of BRCA snutsticn
csmiscs 3=ctiaon of this summarny for mors Information acout their effecess 1n ERCA I/ERCAZ muration
ceamisrs.)

Oral contraceptives

Orsl contraceptives |OCs) may groduce s slight inoeSase 1N oresst Canosr nsk among long-termm users, put
ihis spp=ars to be 3 short-term sffece In 2 mats-enslysis of dsta from 54 studiss, the riss of bresst cenoes
associsted with OC use did not vary in r=lationshic lo 3 family nistory of bresst cances 1211

OCs ars sometimes reoommended for ovarian cancer pravention in ERCAT and ERCAZ mutation
<carriers. Although the dste are not entirely consistent, 8 mets-analysis conduded that thers was no
significant inoress=a rizsk of bresst canper with ©C use in ERCA1/ERCAZ mutation camiers (22} Howsver,
uze of OCs formulat=o befors 1875 was sssociated with 2n inao=ased risk of bresst canoes (zummary
relstive risk JSRR]. 1.47; 85% Cl| 1.08-2.04).[22] (R=fer to the Bsocoductive factors section in the
Zlinicsl mansgemsant of BRCA muiation camiers section of this summary for more information )

Hormaone replacement therapy

Osts =xist trom poth cpservationsl and randomized dinical tsts regaraing the sssocation oetwssn
postmenopsuss| HRT =nd bresst canoer. A mats-snalysis of dats froms £1 cbeservationsl studiss
Indicated s RR of breast cancer of 1 25 {853% LI, 1.21-1.43) for women who had used HRT for § or mors
years after menopsuse.[22] The Nomen : Hesitn |njtiative (WHI). s rangomized controlled trisl
(NCTODOO0E11) of sbout 180,000 postmencopausal wamen, inyestigatead the risks ana bansfits of HRT
Th= =strogen-plus-progsestin sr of the study, in which mor= then 16 000 syomen wass randomly
assign=4d to receive combinad HRT of plecebo, was hslisd early becauss heslth risks exceeded benefits

P

[24,.25] Aaverss outcomes prompting closurs inclucea significant inarease in ooth total (245 vs, 185
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Collaborative Group on Hormonal Factors in Breast Cancer

Modesto incremento di rischio di cancro della mammella
(RR 1.24) che sembra correlato al precoce inizio
della terapia EP (< 20 anni)

Il rischio torna alla norma dopo 10 anni dalla sospensione

Figure 2. Relative risk for breast cancer by time since last use of combined oral

contraceptives
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A prospective study of oral
contraceptive use and risk of breast
cancer (Nurses” Health Study,
United States)

Studio prospettico
condotto dal 1976 al 1992 su 121,700 donne

Rischio di cancro della mammella

Per
Per
Per

"intero gruppo RR 1.07
e "past users” RR 1.06
e “corrent users” RR 1,53
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Caso-controllo (circa 10000) donne tra i 35 e i 64 annni

TaBLE 2. Risk OF BREAST CANCER ACCORDING TO THE UsE
OF COMBINATION ORaL CONTRACEPTIVES.*

VAmABLE

No use

Any use

Current uset

Former use

Durution of use
<lyr
lw<3yr
5w <10yr
Ww<I5yr
=15 yr

Age ar first use
<15 yr
15 w 19 yr
20 w0 24 yr
25w 29 yr
30 10 34 yr
35w 39 yr
=40y

Time since last use
Currem use
7 mowo <3yr
5w <10yr
10 1o <13 yr
15 s <20 g7
=20 yr

High estrogen dose§
Any nse
Current use
Former use

Low extrogen dosey
Any nse
Currem use
Former use

IN=4575) IN=4682)

number
1032 980
3497 3638
200 172
3289 3481
782 822
1200 1280
848 882
420 406
234 202
72 79
1239 1272
1260 1369
587 592
200 239
84 o7
38 35
200 172
165 207
244 239
426 418
650 717
1803 1899
1082 1265
7 i0
1074 1255
1400 1500
183 160
1267 1398

Case Sugects  CowTROLS Ooos Rano

(95% CB

1.0
09 (0.5-1.0)
1.0 (0.8-1.3)
09 (08-1.0)¢

09 (08-1.1)
09 (0.8-1.0)
0.9 (0.8-1.0)
0.8 (07-1.012
1O (0813

09 006-12)
1.O08-11)
0908-1.0)2
09 08-1.1)
038 (0.6-1.0)z
1.2(0.8-1.6)
1O 06-16)

10 (0.8-1.3
07 (05-09)%
09 (08-12)
09 (0.8-11)
09 (07-1.0)
0.9 (0.8-1.0)

0.8 (07-0.95¢
07 (0.2-1.8)
0.8 (07-09%

09 (0.8-1.0)
1O (0.8-1.3)
0.9(0.8-1.0y

TABLE 4. RisK OF BREAST CANCER ACCORDING TO
THE TYPE OF PROGESTIN.®

N(v use
Estranc progestns
Current usef
Ethynodiol ducerate

Any use

Curren: use
Norethindrone

Any use

Current use
Norethindrone acetate

Current use
Norethynodrel

Any use

Carrent use

Gonane progestins
Any use
Currem use

Desogestrel, norgesumare,

or gestodened
Aqy use
Current use
Levonorgestrel
Any use
Current use
Norgesterel
Any usc
Carrent use
Othery
Any use
Current use

Case
Supiects ConTROLS
IN=4575] (N=4682)

mumber
1032 980
2239 2598
113 04
313 315
15 4
1903 2143
50 51
241 244
40 39
163 162
1] 0
() ors
85 80
01 97
28 27
121 114
32 33
197 513
28 20
57 70
0 0

Ooos Ranc
(95% Cl}

1.0

0.9 (D810
1.1 (08-15)

0.9 (0.8-1.01¢
1.0(07-1.6)

1O (08-1.2)
L1 (07-138)

09 (07-1.2)

1O (07-1.3)
09(05-17)

1.1 (08-15)
0.9 (05-15)

1.0 (D9-1.3)
14 (08-25)

07 (05-1.1)
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Women's CARE (Marchbanks et al., 2002)

Caso-controllo (circa 10000) donne tra i 35 e i 64 annni

TaBLE 2. Risk OF BREAST CANCER ACCORDING TO THE UsE
OF COMRBINATION QRaL CONTRACEPTIVES.®

TABLE 4. Risk OF BREAST CANCER ACCORDING TO
THE TYPE OF PROGESTIN.*

Case Sugsects  ConTROLS Ooos Rano Cast
o Vamase IN=4575) IN=4682) (95% CI SupJecTs  CONTROLS Ooos RaTio
VamagLe IN=4575) (N=4682) (95% CIh
number
number

No use 1032 980 1.0

Any use

urrent |

Former 4 e N\ . . . . ’

vl Non vi e aumento di rischio correlabile con |’ uso |

<l wr

21 di EP, né con il fempo di terapia o I’ eta di inizio. |-

10 10 4

I Non c'¢& differenza tra diversi progestinicio |
on ¢’ e differenza tra diversi progestinicio |
< 15 vy . .
521 dose di est |
200 ] 0ose di es rogeni |
25 w ]
30 1o 4 '
35t T o o T Tt P T
=40 yr 38 35 L0 (0.6-1.6) Gonane progestins
Time since last use Any use 049 o7 8 ) (0.8-1.2)
Currem use 200 172 1.0 (0.8-1.3) Curremt use 85 80 1.0{07-15)
7 moto <3yr 165 207 07 (05-09)3 Desogestrel, norgesumare,
5w <10 yr 244 239 0.9 (08-12) or gesundene§
10 to <15 yr 426 418 09 (08-1L1) Any usc o1 97 1O (07-1.3)
15w <20 g7 650 717 09 07-1.0) Current use 28 27 09(05-17)
=20 yr 1803 1899 0.9(0.8-1.0M Levomorgestrel
- - Any nse 121 11 1.1 (08 l 3)
High Fsm e 245 ] Current use 32 33 0905
Any nse 1082 1265 08 (07-09)t 2
Current use 7 10 07 (02-18) N—Wécsm" = £ R
Forme 1074 1255 0.8 (07-09 Any-uso B L 9 {03+-3.9)
Low ::r:vm; doseq i Cuarrent use 28 20 14 (08-25)
ow extrogen dose
Any nse 1400 1560 09 (0.8-1.0) Othery
Currem use 183 160 1.0 (0.8-1.3) Any use 57 78 07 (05-1.1
Former use 1267 1398 0.9(0.8-1.0) Current use 0 ) =




Women's Lifestyle and Health swdy (cohort) (Kumle et al., 2002)

10 novembre 2013

Circa 100.000 donne (34-49 anni) tra Svezia e Norvegia
al 1991 al 1999

Table 2 RRs and 95% (s of developing breast cancer according to use of OCs, The Women's Lifestyle and Health Study

Use of OC Studv population, Breast i
s of 0Cs ; CancEr caces AT =
Never-usery 28171 261 1.0 (reference) 1.0 (reference)
Ever-users 74 356 747 12(1.1-13) 13(1.1-15)
Current/recent wsers at start of follow-up 9299 91 16(12-20) L6(12-21)
Fonmer users at start of follow-up 653557 656 1201.1-14) 12(1.1-149)
Duration of use (vrs)
<3 38,742 ¥ 12(1.0-14) L2(10-13)
-9 18.876 178 13(10-15 12(1.0-15)
10-14 10.803 113 14(1.1-1.8) 14(1.1-18)
15+ 541 63 13(1.0-18) 13(1.0-18)
Test for trend P = (.001 P = 0.005

* Multrvanate analyns, adjusted for: aze (contmmous vanable). panty (0, 1, 2, 3-+), age at first buth (-20, 21-24, 25+), age at menarche (continuous vanable), use of
HRT (ever/never), menopausal status (pre-’postmenopausal). history of breast cancer m first-degres elatives (vesno), duration of breastfeeding (contmuous vanable), BMI
(continnous vanable), remon (Sweden and five health rezons tm Norwzy), and 3 term for mieraction between BMI and menopausal status.
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Circa 100.000 donne (34-49 anni) tra Svezia e Norvegia
al 1991 al 1999

Le donne che utilizzano o hanno utilizzato EP hanno
un aumentato rischio di sviluppare il cancro al seno.
Uso prima dei 20 anni e prima della prima
gravidanza non sembrano correlati ad incremento
del rischio

Il rischio non sembra ridursi con il fempo
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Oral Contraceptive Use as a Risk Factor for Premenopausal Breast Cancer:

A Meta-analysis R
" Mayo Clin Proc. 2006:81(10):1290-1302 -10 novembre 2013

Cases’conmols
oc oc
Reference USETS NOTSETs OR(95%CI) Pvalue
Al 113(109-129) $5x10° ——
Wingo,™ 1993+ 117976 3281298 104(087-124) 70 S
Wingo 19937 32556 57104 142(1-2) 058 T
White,” 1954 689/879 5382  111(078-157) 63 —
Weinstein, " 1991 1757145 15U/178  142(1.04194) 031 B
Ursin.® 1999 618/626 124116 0S2(07-122) &2 —— &
Traina * 1996 103/138 197162 061 (044-085) 0047 —_—— .
Tessaro,* 2001z 407139 813 D4AT(OI8121) 19 o T
Tessaro * 2001% 4146 829  109(047-256) 59 4
Tavani » 1999 01227 358441 12(085-151) 4 T——
Shapiro,** 2000* 91274  9%/393 133(056-134) 099 —
Shapiro = 2000t 36140 34254 192(115321) 017 L o
Rosenberg ™ 1992¢ 98225  79/131 072(05-104) 099 _—
Rosenberg=1992F  6&118 1341  176(088-353) 15 ; 5
Rosenbere,” 1996*  455/606  617/940 114(058-134) 10 T
Rosenberg.” 19967 1844421 134462  151(L16-195) 0023 —
Roolus,* 1994 613/605  S3%6  115(08-167) 5l —
PrimicZakelj»# 1995 250/249 251221 0388(069-114) 37 — 1|
Paul ~ 1950 345/1081 43130 056(0.67-139) 92 ——
Palmer” 1995 119222 65275 227{16322) 54x10° ' —_—
Olsson,* 1988 143329 31130 182(118282) 0092 ! s
WHO smdy <1990 1601613 1412722 191(151-242) 52x10+ | ——
Newcomb,* 1996 8621555 188366 108(089-131) 47 —
Moorman ¥ 2001 428328 7579  137(097-194) 087 T
Meirik,*' 1986 326371 96156 143(106192) 021 —_—e
McPherson #1987 240229 11122 115(D84-158) 42 —
McCredie 1998 418366 4642  1D4(067-162) 94 o—t
Marcus,” 1999 108328 7679 136056197 10 Tt
Marchbanis © 2002 12641305 165/171  1.0(0.8-126) 98 —
Lee ¥ 1987 50/302 47302 106(0.69-163) 86 —
Lee " 1992 41/80 68127 096(059-154) 95 ©
Le * 1983 161217  79/88 083 (057-119) 35 —e——1
Gomes * 1995 35/60 64169  154(093-256) 12 T -
Ewertz. 1992 165/167 3845  117(07219) 6l ¥
Clavel * 1991 204204 154175 114(085-152) 43 —_—r——
UK National * 1989 688/675 6780  122(086-171) 30 —_—t—
Chie * 1998 1326 84211 126(062256) 66 te
Brinton,® 1995 1259/1074 389431 13(1.11-152) 0015 -
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Increased Risk of Breast Cancer in Studies of Pre-menopansal Wamen
Whae Took Orgd Contraceptives Prior to Thelr First-Term Preganancy®

U e |

Clalbvers D

s T—) Incremento del rischio

= di carcinoma della mammella
e 1 = helle donne che hanno
utilizzato EP prima della
— = prima gravidanza.
L’ uso precoce sembra inoltre

— IS associato a forme piu

McPherson

= I3
Meiih ‘—]F:—:]
u _m’l

|

Rl |

Muin Author of Study

i
1

Rasenberg (1) [ s 2R |
R aggressive di cancro

]

s
»

v

Wl tein Y|
Wit et ul ua
Wange (1) [0 ]
Wit (2} A
—

*Duta taken from Maye Clinie Procecdings (Katillenborm ct 8. TV )
Include d studies were published between 19802002 The inlividis)
studies show the chunge Bum parnus non-aoral contmeeptive users




BMJ 2007:335:651

Recruitment 1988-9 Everusers in=23 377), never ysers (n=23 798

Excluded hom analysis y=1223); =

No-general practitiones
abseryation Lp=772}

Previouscancer (n=20)

Information Supplied by doctor
iefated to pregnancy only (h=75)

Covarlate infurmation missing
(n=286)

Cancer risk among users of oral contraceptives: cohort data
from the Royal College of General Practitioner’s oral
contraception study

Bari,
7-10 novembre 2013

Giememl prectitioner shservation dataset
ised il contigoaption
Ever | Never
Lancut 36 715
No cancor IT826 | 16473
Tatal woman years (331257 (224 36%

Weenent nat [lageed (n=10900)
Lelt age 38 Loft age 238
Evey | Never | Ever | Neww
Cancel (3 7 11 14
NO cancey 5366 | 297 1443 | 1042
Total woman years 14447 | 9088 | 8851 | 7011
Women flagged (n=35 050)
Position in oral contraception study al 1996
Under genas|
practifionss Left age 38 Leftage 238
obsevation
Ever | Never | Ever | Never | Ever | Neve
Canger 728 566 17 8 74 120
No cancer 6614 | 3957 7658 | AG72 | &749 | a391
Tolthl woman yeate (170727 (121 184| 28428 | 1SSRO | 90BAL | 71 548
Women flagged (n=35 050)
Position in oral contraception study ai 2004
Undergeneral
prctitionet L&t agea 38 Loft nge 238
ohsanation, 1996
vt Never | Evet Nevel Evet Never
Lancer 1068 786 598 8 822 577
No cance) 6294 | 3737 | 7O7F | AQ7Z | 61 338
Total worman years [231 5314[151 835(261 152| 15580 (228853 (155837

Main dataset
Used oml commesption
1 | Ever | Never
Lancet JA85 | 1392
No cancer 26277 | 15796
Total woman years 784717 [539 349




Cancer risk among users of oral contraceptives: cohort data
from the Royal College of General Practitioner’s oral
contraception study

Bari,
7-10 novembre 2013

Recruitment 1968-9 Ever users (n=23 377), never users (n=23 79¢)

Table 1| Characteristics of women who ever or never used oral contraceptives

No (%) of ever users of oral No (%) of never users of oral

Characterstics contraceptives contraceptves
Age al recruitment (years):
<30 18 305 (63.6) 8854 (51.5)
30-39 8690 (30.2) 6579 (38.3)
40.49 1744 16.1) 1724 (10.0)
5059 23 (0.1) 311(0.2)
Smoking at recruitment (cigareties per day):
0 15054 (523) 10371 (60.3)
114 7986 27 8) 4164 124.2)
215 57221199) 2653 (15.4)

Parity al recruitment:

0 4862 (16.9) 3458 (20.1)

1 6570(22.8) 4465 (26.0)

2 21793319 5472 (31.8)

23 B151 (28.3) 3793(22.1)
Social class at recruitment:

Non-manual 10 347 (36.0) 6630 (38.6)

Manual 18415 (64.0) 10558 (61.4)
Neverused hormone replacement therapy 25056 (B7.2) 15453 (%0.0)
Ever used hormone replacement therapy 3695 (129) 1716 (10.0)

Values for age, smoking, parity, =and sodal dass based on main dataset and for use of hormone replacement

thermpy on general practitioner observation dataset.




Table2 | Risk of canceramong ever and never users of oral contraceptives inmain dataset and in general practitioner observation

dataset
Ever users Never usets
Obsewved rate  Standardised  Observed rate  Standardised Relative riskt

Malignancies ICD-8 code  (No of women) rate (No of women) rale (95% Q)

Main dataset*:
Liarge bowel or rectum 153 and 154 24.651(188) 26.01 38.56(135) 36.10 0.72 (0.58 t0 0.90)
Gallbladder or liver 155 and 156 183(14) 1.99 370(13) 3.62 0.5510.26101.17)
Lung 162 2697 (206) 27.12 25.94 (91} 25.77 1.05(0.82101.35)
Melanoma 172 12.58 (96) 12.86 1428 (50) 13.9 0.92 (0.65 10 1.29)
Breast 174 117,79 (B91) 121.53 129.31 (448 124.20 0.98 (0.87 10 1.10)
Invasive cervix 180 1548 (118) 14,94 10.28 (36} 1119 1.33(0.92t0 1.94)
Utenne body 182 10.61 (BI) 11.30 21.41(75) 19.53 0.58(0.6210079)
Ovaty 183 1257 (96) 13.23 26,5693} 24.66 0.54(0.40100.71)
Central nervous system of pliuitary 191,1943 445 (34) 479 4§.27115) 3.56 1.34(0.7310 2.47)
Site unknown 199 7201(55) 7.22 12.54 (44) 11.34 0.64 (0.43100.95)
Other cancers 11392 1863) 119.49 145,20 (504) 135.57 (.88 (0.79t0 098}
Main gynaecological 180,182,183 38.75(295) 39.58 SBA1(204) 55.54 0.71(0.60100385)
Any cancer 140-209 333.68 (2485) 344.91 41020(1392 390.37 0.88 (0.83 t0 0.94)

General practitioner observation

datasety:
Large bowel or rectum 153 and 154 19.63 166) 22.07 25.85159) 26.11 0.85(0.59 10 1.20)
Gallbladder or [her 155 and 156 208(7) 3.06 2631(6) 2.76 1.1110.3710330)
Lung 162 19.91 (67) 19.47 17.07 (39) 18.87 1.03(0.70t0 1.53)
Melanoma 172 14,57 149) 15.26 14.90 34) 14.81 1,03 0.66101.60)
Breast 174 100.68 (337) 108.12 111.46(253) 105.96 1.02 (0.87 10 1.20)
Ihvasive cenvix 180 21.44(72) 20.78 13.15(30) 13.94 1.49(0.97 t0 2.28)
Uterine body 182 624 (21) 6.24 1533(35) 13.27 0.47 (0.27 to 0.81)
Dvary 183 981(33) 10.25 21.90(50) 20.28 0.5110.33100.78)
Central nervous system of pituitary 1911943 416 (16) 4,10 1.31(3) 1.27 3.23(0.93 10 11.28)
Site unknown 199 6.56 (22 7.01 10.50 (24) B.97 0.78 (0.65t01.39)
Othet cancers 91.131(305) 24,60 103.90(234 98.58 0.96 (0.81101.14)
Main gynaecologlcal 180,182,183 37.53(126) 37.36 5046 (115) 47,56 0.79 (0.61 to 1.01)
Any cancer 140209 28253 1936) 295.96 31867 (715 306.59 0.97 (0.88t0 1.06)

Bari,
7-10 novembre 2013
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Table2 | Risk of cancer among ever and never users of oral contraceptives in main dataset and in general practitioner observation

dataset
Ever users Never users
Observed rate  Standardised Observed ratle  Standardised Relative riskt
Malignancies ICD-8 code  (No of women) rate {No of women) rale (95% Q)
Main dataset*:

Le donne che hanno utilizzato OC mostrano:

- significativa riduzione del rischio (12%) di sviluppare
cancro del colon, retto e ovaio.

- nessuna modificazione di rischio del cancro al seno

- incremento non significatico del rischio di cancro
del polmone, cervice utering, ipofisi, SNC per |" uso
> 8 anni

Ihvasive cenvix 180 21.44(72) 20.78 13.15(30) 13.94 1.£9(0.97 to 2.28)
Uterine body 182 624 (21) 6.24 15.33(35) 13.27 0.47 (0.27 to 0 81)
Dvary 183 9811(33) 10.2% 2190 (50) 20.28 0.5110.3310078)
Central nervous system of pitultary 191,1943 416 (18) 4,10 1.31(3) 1.27 3.23(0.93 10 11.24)
Site unknown 199 654 (22] 7.01 10.50 (24) B.97 0.78 (0.65101.39)
Other cancers 91.131(305) 24,60 1039012368 98.58 0.96 (0.81101.14)
Main gynaecological 180,182,183 37.53 (126) 37.36 5046 (115) 47,56 0.79 (0.61 to 1.01)
Any cancer 140209 28253 1936) 295.96 31867715 306.59 0.97 (0.8810 1.06)
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Oral contraceptive use and cancer. Findings in a large
COhOl’t S'tUd)’, |968—2004 British Journal of Cancer (2006) 95, 385 159

Circa 17000 donne tra i 25 e i 39 anni reclutate in
Inghilterra e Scozia tra il 1968 e il 1974

Table | Cancer (ICD order} in relation to total duration of OC use

Total duration of oral contraceptive use (months)

Nonuser Up to 48 49 to 96 97 or more All durations

Cancer site No RR No RR No RR No RR No RR
Qesophagus and stamadh (§.2.3) 19 L0 7 08 (0319 9 07 ©3-1.7) 7 05 (02-1.2) 23 06 (0.3-13)
Rectum and colon (1 4) 36 0 25 (06-1.7) 23 08 04-1.2) 24 08 (05-1.2) 75 08 (06 12)
Lung {1.235) 30 0 17 2 (06-23) 30 5 (08-25) 38 4(08-23) 85 4 (09-21)
Makignant melanoma (1.2.36) 40 10 3 04(02-09) 2 09 05-15) 24 10 (06-1.7) 54 08 (05-12)
Other gen ([23) 18 10 61 (OB~15) B6 2 09-1.6) 77 0(07-13) 224 (0%~ 14)
Brewist (1.3.7) 314 ¢ 13} 09 (08~1.1) 182 09 (08-1.1) 207 0(08-12) 530 |0 (0B~1.1)
Litenne aeevix (1,2358) & e 9 29 (09-99) 16 33 (12-104) 28 6.! (25-179) 53 42 (18- i20)
Uiterine becy (1.4) 50 L0 2 06(03-L1) 04 02-08) 4 010004 27 03 (02-08)
Ovay (1) S8 0 28 10 (06-1.7) 0 03 0,1 -046) 10 03 (0.1 -«05) 48 05 (02..07)
Kidney and bladder (1.4) 24 0 6 06 (02~15) i5 0.6-22) 0.7 (03-15) 32 08 (05-15)
Lymphomas and leckaermsas (1) 47 1o 23 Il (06-18) 28 D 06-1.7) 32 L1 (07 -1.7) 83 (07~ 1.6)
Other known (1) 54 0 i4 2(08-19) 26 08 ©5-1.3) 36 (0717 & 0(0.7-15)
Uneertain (1.3) 4 ] & 0(03-27) 9 04-26) 9 8(09-319) 34 14 (0.7-27)
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Circa 17000 donne tra i 25 e i 39 anni reclutate in
Inghilterra e Scozia tra il 1968 e il 1974

Non si dimostra un incremento del rischio di cancro

alla mammella
Cancro dell’ utero e cancro dell’ ovaio sono negativamente

correlati con I" uso di EP
Il cancro della cervice mostra una forte e positiva
associazione con la durata della terapia




Oral Contraceptive Use and Risk of Breast, Cervical,
Colorectal, and Endometrial Cancers: A Systematic Review
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Cancer Epidemiol Biomarkers Prev; 1-13. ©2013 AACR.

Group by Study OR and 95% CI
Type OR Lower Upper
limit limit
Case—control Shapiro, 2000 1200 0980 1470 -
Case-control Van Hoftin, 2000 1310 0959 1.789 —.—
In collaboration with an experienced librarian, we con- Case-control ~ Gomes, 2001 1930 1194 3120 —
ducted searches of PubMed, Embase, the Cochrane Data- Case-control  Moorman, 2001~ 1.110 0858 1.436
base of Systematic Reviews, and ClinicalTrials.gov to gase—contro: zar:c?bag:é 2002 (:.908 ggg; :g;;
identify relevant published literature. Our searches were SES-COD uis, 14 ' ’
date-limited to articles published from January 1, 1990 to Case-control Suter, 2003 1500 0919 1550 I
p i e Case-control  Wrensch, 2003 0430 0258 0716 —

June25, 2012. Fos:theoutcomes presented in this actidle, Case—control  Shantakumar,2007 1050 0890 1239

Case-control Sweeney, 2007 1080 0940 1240

Case-control Lee, 2008 0780 0569 1069

Case—control Phillips, 2009 1110 0937 1315

Case-control Lumachi, 2010 2060 1143 3711 ——
Case-control Xu, 2011 0980 0833 1154

Case~control Urban, 2012 1280 1000 1639

Case-control 1088 0986 1.201

Cohort Kumle, 2002 1300 1111 1521 -
Cohont Dumeauy, 2003 1250 1070 1460 -
Cohon Dumeaugx, 2005 0910 0807 1026

Cohort Vessey, 2006 1000 0852 1173

Cohort Hannaford, 2007 0980 0872 1.102

Cohort Lund, 2007 1330 1111 1502 -
Cohont Dorjgochoo, 2009 1050 0841 1311

Cohon Rosenblatt, 2009 0900 0783 1034

Cohont 1072 0955 1203

Overall 1081 1003 1165

01 02 05 1 2 5 10

Favors OC Favors no OC
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Oral Contraceptive Use and Risk of Breast, Cervical,
Colorectal, and Endometrial Cancers: A Systematic Review

T,
S/ X
4 )
3 &
3

Cancer Epidemiol Biomarkers Prev; 1-13. ©2013 AACR.

Group by Study OR and 95% CI
Type

OR Lower Upper

Lisnit Lirnit

In collabo / \

eered Il rischio di cancro della mammella appare leggermente
el (slightly) aumentato (OR 1,08).

e 21 Nessuna relazione con la durata della terapia.

Incremento non significativo del rischio cancro della cervice
Riduzione rischio cancro colon-retto

Effetto protettivo su cancro dell’ endometrio che si prolunga

anche dopo la sospensione

\ /

01 02 05 1 2 5 10

Favors OC Favors no OC




Possibili bias sl

v Dosaggi e formulazioni degli EP
v' Eta delle donne incluse
v' Disegno e tempo di osservazione degli studi

v’ Diversi paesi



- S ¢ - *
@ Possibili bias iz

v' Se | uso di EP prima della prima gravidanza ¢
associato a forme piu aggressive di cancro, le
donne affette potrebbero non essere incluse

perché gia decedute o a causa del disegno dello
studio

v Diverse possibilita di accedere ad esami
radiologici
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Fattori di rischio per
cancro della mammella ed EP



Review article

Contraception 80 (2009) 372380

Oral contraceptives and family history of breast cancer

0 100

Fig. 1. Breast cancer risk umong OC users with & family history of breast cancer compared with nonusers with a family history. cohort studies.

0 1 0 08

Fig 2. Breast cancer risk among OC users with o family history of breast cancer compared with nonusers with no family history: case-control smdies.
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Oral contraceptives and family history of breast cancer ™" !‘—”l-.
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Risk

Author Year Age (years) Family history OC use
Silvera stal 2005 40-59 1". & 2™.gagres svar
115] -—

40-58

40-58 cutrent

- —

Eull.n_‘»u.ﬂwr 2061

Dati controversi:

v‘aumento del rischio in donne che hanno fatto
uso di EP prima del 1975

v'mancanza dati su tipo EP

v'differente definizione di “storia familiare”

——
12| Sist ev == |
Brinton 882  menof Motk L $

etal

7




Study itatio nbe ' CI95%

Sweden (Jernsrom et al.. 1999)

0.95-2.87
1.02-2.62
| »32-333
Norway (Heimdal et al.. 2002) Fam 1423 0.90 0.68-1.18
96 200 0.36-109

USA, Canada, Australia (Haile etal, 2006)  BRC/ 497/195cases 077 B 0.53-1.12
CA 307/ 128cases Use =5 years 2.06 1.08-3.94
Before FFTP 3.46 2.10-5.70

USA, Canada, Australia BRC 47 cases 022 0.10-
(Mine et al., 2005) ct 36 cases 093 0.34-3.09
USA, Canada, Europe (Narod et al., 2002) RC/ 981 pairs INE:} 1.01—1.38
Use <5 years NS
Use =5 years 1.33 I.11—1.60
. 330 pairs 093 0.72-122)
Europe (Brohet et al.. 2007) BRC/ | 181/597 cases 1.4 1.13-191
Before FFTP 4 greater than 4 years: 1.49 1.05-2.11
412/249 cases 149 0.8-270
Before FFTP -+ greater than 4 years: 2.58 1.21-5.49
USA (Lee et l, 2008) 94 cases NS
USA (Figueiredo et al., 2010) 109 cases 238 0.72-7.83
A; 72 cases 082 021-3.13
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Oral contraceptive use and breast or ovarian cancer risk in
BRCA1/2 carriers: A meta-analysis

EUROPEAN JOURNAL OF CANCER 46 (2010) 22752284

S. Iodice ', M. Barile *, N. Rotmensz @, I. Feroce °, B. Bonanni ?, P. Radice ¢, L. Bernard ¢,
P. Maisonneuve %, S. Gandini ¢

Auther, PY Auther, PY

BRCA1 BRCAL
Heimdal, 2002 Runnebaum, 2001 ——
Narod, 2002 - Whithamore, 2004 ———
Grorwald, 2006 — Gronwald, 2006 —
Hale, 2006 — McLaughin, 2007 .-
Brehet, 2007 — Antoniol, 2009 —e—

SRR 1.09 (95% CL: 0.77-1.54)

——— SRR 0,51 {95% Cl; 0.40-0.65) ———
BRCA2
BRCA2 Runrnebaum, 2001 S —
Narod, <Ul e whittamore, 2004 — -
Haile, 20 S S — MelLaughin, 2007 —-—
Brohet, 2007 TR Arttoniou, 2009
SRR 1.15 (95% CL: 0.61-2.18) ——camm— SRR 0.50 95% C] (0.29. 0.89) —_—
BRCA1 /2 BRCA1/2
SRR 1.13 (5% CL; 0.88-145) === SRR 0.50 5% C1{0.33, 0.75) —
I ] T T 1 1 T 1 ! ) T T L ] L} T T
0,10 0.20 0.50 .00 200 400 3800 00s 020 050 1} 200 8.00
Breast cancer relative risk and 5% C1 Owarian cancer relative risk and 5% CI

Forest plot and summary relative risk on the association between OC use and breast cancer tleft) and ovarian cancer (right) in carrers.

PY: publication year: SRR: Summary Relative Risk: CI confidence intervals

Fig. 2 - Association between oral contraceptives (OC) use and breast or ovarian cancer in BRCA1/2 carriers.
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Oral contraceptive use and breast or ovarian cancer risk in
BRCA1/2 carriers: A meta-analysis

)E CANCER 46 (2010) 2275 -2284

S Todice @ M Rarile®. N Rotmensz ®. I Feroce ®. B Ronanni ?. P Radice €. I. Rernard %

Nessuna evidenza di un significativo incremento

del rischio di cancro della mammella nelle donne che
usano EP, per |' uso degli EP piu recenti e nei

primi dieci anni dalla sospensione

Il rischio di cancro dell’ ovaio decresce parallelamente
al prolungarsi dell’ uso di EP

Forest plot and summary relative risk on the association between OC use and breast cancer tleft) and ovarian cancer (right) in carrers.

PY: publication year: SRR: Summary Relative Risk: CT confidence intervals

Fig. 2 - Association between oral contraceptives (OC) use and breast or ovarian cancer in BRCA1/2 carriers.
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Patologia mammaria benigna j ——
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Con il termine di patologia mammaria benigna si intendono una serie
eterogenea di lesioni diverse per istologia e storia naturale.

Nelle donne sottoposte a biopsia per patologia benigna:
v' 70% lesioni non proliferative

v' 26% iperplasia tipica con aumento rischio 2 volte

v' 4% iperplasia atipica aumento rischio 5 volte

Dati controversi

v’ effetto protettivo su iperplasia tipica

v nessun effetto su iperplasia atipica

v’ possibile incremento di iperplasia atipica
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Composizione EP

Table 3 RRs and 93% Cl: of developing breast cancer according to exchusive use of progestn-oniv oral pills (POPs) or combined OCs (COCs), The Women's

Lifestyls and Health Study
RR (95% CD)
Use of OCs Study populstion Breast cancer cazes
Age-adjusted Multvanate!
Never-users 28.171 261 1.0 (refarence) 1.00 (reference)
Ever-uers of
POPs 3433 3 11(08-1.6) L1(08-L7)
COCs 41811 LU 13(1.1-13) 13(L1-16)
Both POPs zud COC: or messing values on brand 28610 74 s 12(10-14) 12(10-14)
Cuorent/recent users at start of follow-up
POPs 2189 25 16(11-15) 1L6(L0-24)
COCs 6.691 60 16(12-22) L5(L0-20)
Aze-strannfied analyns
Curvent/recent users at start of follow-up
Age at sturt of follow-up 30-39 yrs*
Never-nser 8.829 4] 1.0 (reference) 1.0 (reference)
POP: 251 8 16(08-34) 1.7(0.83.7)
COCs 5.130 36 19(1.2-3.1) 20(12-32)
Age st start of follow-up 4049 yis
Never-user 19342 220 1.0 (reference) 1.0 (reference)
POP: 938 17 17(1.0-28) 1.6 (0.9-2.6)

COC: 1.561 X4 15(10-23) 12(0.7-1.9)
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Oral contraceptive formulation and risk of breast cance

15 the Women's CART Smdy among wamen who reposad e of 3 combmzoon (X formulsnon Sur wes wed by ar ks S women®
33 mcg efnmyl sTadnls mg 335 meg et sadial] 0 mg.
Pl b

Cases  Conwole OR @5% C1) Cems Conzoli OR (95% €1
1689 1234 e

105
I o i 2w 10

N8 (06- L1) T - 1200718 "2 ™ 10 (0.8-1.3)
7 0] 10(03-30)
08 (05 L1y “ L2075 15 m 10 (0.8+1.3)
0% (04-15) » 1240720y ] & 03 a4}
08 (A5 L1) 13 1200423 22 n L0 (0.5-1.4)
7 ) 10 ga3-30)
i n 11(0.5-25)
1] 9% 08 (06- L1) % “ 1200718 = 162 10 (n8-13)

scrahing &isdvic PR

Cases Conzala OR(95%CT) Cme Conzali OR (95% C1) Cases Conzol OR (95% CT)
1177 1168 1us?

1o £ o am e 0 " L0
132 178 0T mE 08" 146 OB (04 11) 5 D9IOS 1LY

1 7 070403y 3 ™ 08611y 55 09 P6-LY

“0 & 0.8 040955 2 LL@T08) 2 08 04L&
«2 OR Q510 ~ ars-an” 100617

0.7 06096 : 0B {04 11) 5 D9HS-1LY)

30 meg atiiny] sradiol 05 my ongesrd 35 meg iy eadiol0.5 ma (7 day, 075 mg (7 daysh, |0 mg {7 days) nomdindmne
Czm : OR @5% CIY Casea Conzaly OR (95% LTy
1niz 1082 1038

ez 10 2 @ 10
%8 08405-11) @ 05 @03.08*

a8 : ak@s-11) i - 05 @3-an
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Contraception 85 (2012) 342350 Oyrjginal research article

Oral contraceptive formulation and risk of breast cancer™ "

Tabile 2
Rk of brem:cancer accnzimg » O izl 10 the Women's CARTI Smudy amoog women who reponad exchimve nse of 2 combmuzaon O formulanon Sus was wsed by ar lemsz S womnen®™
Varuhle 00 mog meszanal il 0 mg 15 mcg edunyl srxdnlfS mg 13 meg efimyd sszadioli] 0 mg 50 mcg me=mol/1.0 mg
efynadinl dizcente nocehndrone norzhindrone nonediindrome
Cema Comrols OR (35% ) Canes Conzols OR @85%.C) Camsy Conzold OR (95% C1) Cases Comrals OR (35% CT)
Toesd no: of aubjec b 1085 1GR9 103 1234 2 123 1206
Generd ae
No =" oS 10 o2 an a 1032 w0 N aan LN
Fver mse g1 95 g (06 L1) a i3 1200718 192 ] 1A (L8-1.3) 213 Q807 .1L1)
Curmmit ue” 7 o 10 (0.3-30)
Forms = 51 95 08 (05 L1y " LN LI0T7-\ % Iss mn 10 (0.8:13) i77 213 Asing LY
Thration of use
<2 yeam 9 pa DR (04 LS) ® 2% 12307200 i [ na s |4 S0 &5 0X(0S5-12)"
1+ ye=m 2 7 08 (A5. L.1) 9 13 L2{04-25) 12 i LO(0.8+1.4) % 145 AS4. L)
Time since Tt mee
Current e 7 o 10003-3.0)
7 montia <35 yeam il i 1.1 (0.5-25) ' Y L2(0A 24
§¢ yeam 81 95 nR (06 L1) % O 1200718 = 162 10 (N8.1.3) 169 206 O.8(0.6.10)

Nessuha formulazione é associata ad un aumento
significativo del rischio di cancro della mammella

7 monta <35 yeam
S+ yeuu ) 131 175 07046 096" 129 145 OR (04 1L.1) 55 37 D9 @A) 23 82 LO(0.T 14)
Vasisble 30 mcg sthinyi ssradiol (LS my nongesrd 35 meg ehimy | eeradio 0.5 me (7 dayw), 075 mg (7 days), 10 mg {7 days) noxdhindmne
Cam Commls OR @5% Cn Cosea Conzaly OR (95% CT)
Toesd 20, of mihjecs 1112 1085 1062 1038
Gemenl wie
No mse” 032 as) 14 1ax2 an ]
Ever use 68 u“ 08 05-1.1) 0 «* 0SO3I08"*
Corent o
Former e 0l 92 as@s-11) 18 - 03 @3an
Drztonof me
<2 youm 14 25 11 (08-20) 7 17 0sSp218
24 yeam 4 v U6 (04 Q98 13 3 0% Q308"
Tine since kstuse
Cmrent e
7 manhs -5 yeas
5t ymm 2 at 08405-11) 18 £ 0503097
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Research article
Comparative actions of progesterone, medroxyprogesterone
acetate, drospirenone and nestorone on breast cancer cell

migration and invasion B e e 18
Taken together, our findings show that P, MPA, DRSP and ‘
NES alone or in combination with 12 increase breast can-

cer cell migration and invasion t_hrough the functional
modulation of the actin-binding protein moesin and the
induction of dynamic rearrangements of the actin
cyvtoskeleton. This suggests that progestins may have an
impact on the progression of PR+ breast cancer by altering
the ability of cancer cells 1o interact with the extracellular ‘
environment and to eventually move or invade the sur-
rounding environment. The potency of the progestins on
these targets is however different, with maximal effects
induced by MPA, followed by P, NES and DRSP. These dif-
ferences in biological efficacy are possibly related to par-
tially discrepant recruitment of extra-nuclear signaling
pathways by PR in the presence of each progestin. All
together, these findings provide evidence that PR activa-
tion might play a role in the progression of ER+/PR+
breast cancers.



Conclusioni fi.sls

Non possiamo affermare che |" uso di
contraccettivi sia associato ad un incremento del
rischio di cancro della mammella

Tuttavia
v" Alcuni studi suggeriscono che il loro uso incrementi
leggermente tale rischio specialmente tra le donne piu

giovani e che iniziano piu precocemente

v' Il rischio torna alla norma 10 anni dopo la sospensione
della terapia
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Le donne che usano contraccettivi hanno un
aumentato rischio di cancro della cervice, rischio
che potrebbe tuttavia essere determinato e/o
amplificato da HPV

L’ uso di contraccettivi riduce il rischio di cancro
endometriale, dell’ ovaio e del colon retto.

Questo effetto protettivo si prolunga nel tempo,
anche dopo la sospensione






First author (reference)
Beatson (1)

Feinleib (2)
MacMahon (3)

McGuire {4)
Hoover (5)

Ross (6)

Pike (7)

Bergkvist (8)
Colditz (9)
Collaborative Group

on Hormonal Factors
in Breast Cancer (10)

Study design

Case report

Cohort analysis

International
collaborative study

Summary, findings from

clinical correlative studies

Incidence rate in cohort vs
rate in general population

Case—control analysis

Analysis

Cohort analysis

Cohort analysis

Collaborative reanalysis of
51 case—control studies

Finding

Oophorectomy associated with breast cancer regressions
Oophorectomy associated with lower breast cancer risk
Age at first birth related to breast cancer risk

Estrogen receptor quantitative status correlated with clinical breast
cancer response to hormone-directed therapy
Exogenous estrogen alone associated with higher breast cancer risk

Exogenous estrogen associated with higher breast cancer risk

Model of endogenous hormonal risk factors with breast cancer

Exogenous estrogen alone and exogenous estrogen plus progestin
both associated with higher breast cancer risk

Exogenous estrogen alone and exogenous estrogen plus progestin
both associated with higher breast cancer risk

Hormone therapy (80% exogenous estrogen alone) associated with
higher breast cancer risk '
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1991 Women' s Health Initiative
Set di trial clinici piu studio osservazionale che hanno
coinvolto 161.808 donne sane in menopausa
Trials: valutare effetti di HRT, dieta, calcio e Vit D
su cardiopatia, fratture, cancro della mammella e
colon-retto

Trial E+P: interrotto dopo circa 5 anni per evidenza di
incremento del rischio di cancro

Trial E:  interrotto dopo circa 7 anni per evidenza di
aumento del rischio di stroke.
Minore incidenza di cancro della mammella,
hon confermata dallo studio osservazionale.



f‘\ Conjugated Equine Estrogens and Breast Cancer Risk in the F“h
@ Women's Health Initiative Clinical Trial and Observational Study QN ==

Am J Epidemiol. 2008 June 15; 167(12): 1407-1415

Fattori confondenti: eta delle pazienti, tempo trascorso dalla
menopausa, pregressa HRT.



Conjugated Equine Estrogens and Breast Cancer Risk in the
Women's Health Initiative Clinical Trial and Observational Study

7-10 novembre 2013

Am J Epidemiol. 2008 June 15: 167(12): 1407—1415.|

Fattori confondenti: eta delle pazienti, tempo trascorso dalla
menopausa, pregressa HRT.

TABLE 4
Invasive breast cancer hazard ratios for CEE” by years from menopause to first hormone therapy use 11 the Women's

Health Initiative clinical trial. United States. 1993-2004

No. of years from menopause to first HT uze

<3 >3
HR " 95% CI HR® 95% C1
No prior HT® 1.12 0.39.3.21 0.58 0.36.093
Prior HT* 1.00 0.66. 151 0.77 0.33.180

*
CEE. 0.625 mg/day of conjugated equne estrogens: HT. postmenopausal hormoxe therzpy: HR, hazard ranwo; CL confidence mterval

f
Hazard ratios (and 95% confidence mtervals) from Cox model analyses that stratified on baseline age (5-year categories) Numbers of women and breast

cancer cases contributing to eack hazard rafio estimate aze given mn table 1.

."Pnor HT was defined relanive to enrollment in the cliical oal




Estrogen Plus Progestin Therapy and Breast Cancer in Recently o
Postmenopausal Women Am J Epidemiol 2008;167:1207-1216 En

TABLE 3. Hazard ratios for invasive breast cancer for E+P* use by years from
menopause to first use of postmenopausal hormones (gap time) and prior hormone
therapy use in the US Women's Health Initiative clinical trial (enrollment, 1993-1998)

Gap time (years)t HR#* for interaction

-5 -5 with gap time
£ = (<5 vs. =5 years)

HR 95% CI# HR 95% Cl (p value)}
No prior hormone therapy§  1.77  1.07,293 099 0.74, 1.31 0.02
Prior hormone therapy§ 206 130,327 130 057,299

HR for interaction with prior
hormone therapy

(no vs. yes) (p value)y 0.53




Breast cancer and hormone-replacement therapy in the Million

Women Study

Total duration of
use of HRT by type of
HRT used at baseline Cases/ population Relative risk (95% FCI)*
Never users of HRT 2894/332 767 10 (6-96-1-04)
Past users of HRT
<1 year 311/47 606 0-94 (0-84-1.05)
14 y=ars 3R4/E5 B2 1-D1 (0-92-1-12)
5.0 years 230/29 614 1-14 {1-00-1-30) -
=10 years B80/11 654 1-05 (0-84-1-30) —l—
Current users of oestrogen-only HRT
<1 year 2574452 D-81 (0-55-1-20) —_—
1 ymars 251/29582 1-25 (1-10-1.41) —-
59 ysars A16/4T 310 1-32 (1-20-1-486) B
=10 yoars 277/31882 1-37 11-22-1-54) -
Current users of oestrogen-pregestogen combinations
<1 ysar S7/97714 1-45 (1-19-1-78) —_——
14 year=s 582/40240 1-74 (1-60-1-89) -
5-9 years B50/56 017 217 (203-233) . 3
10 years 362/23673 2.31 [208-2-58) ——
Current users of other/unknown HRT types
<1 y=at 19/1728 1-63 (1-04-2.56) &
1-4 years B3/8784 1-34 (1-08-1-86) —_—
5-0 years 10210342 142 (1-17-1.72) ——
=10 years 6£8/4739 1-93 (1-50-2-50 ——
1 1 1
0 10 20 30

Tiguwre 3: Relative risk of incident invasive breast cancer in relation to recency, total duration of use. and type of HRT used at
baseline

Hl=fnnted Cl*Felntae to never gsers, stratifed by age, time since meronsisse, fanty and age ot Seat bemh, faemly hintory of Sreast cancer, bodymses
ndex, region, und deprivation indes.
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Breast cancer and hormone-replacement therapy in the Million
Women Study
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HRT use at haseline Cases/population Relative risk (95% FCI)*
Never Users 2894/392 757 1.00 (0-97-1-04)

Current users 3202/285 987 166 (1-60-1-72) =
Last use <5 years previously 579/81875 1:04 (0-95-1-12)

Last use 5-9 years previously 207/29 395 1.01 (0.88-1-16)

Last use =10 years previously 79/12 568 0-90 (0.72-1-12)
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ESTROGEN-ONLY ESTROGEN-PROGESTIN
Years of Years of
hormone hormone
therapy  No. therapy  No.
use* Cases' RR (95% ICl) RR (95% fCl) use’ Cases' RR (95% fCl) RR (95% ICl)
ALL CURRENT USERS OF HORMONE 8.0 2131 1.38 (1.32 to 1.44) . 6.8 4292 1.96(1.90102.02) .
THERAPY ' ,
BY AGE AT FIRST USE, DURATION OF USE AND TIME BETWEEN MENOPAUSE E E
AND FIRST USE ' :
Age at first use of hormone therapy E E
Before age 50 96 1080  1.42(1.3310151) = 83 1665  1.98(1.8910208) H
At age 50 or older 65 1000  1.35(1.27 to 1.44) = 59 2525  2.00(1.92102.08) -
Total duration of hormone therapy use ; E
Less than 5 years 34 543 1.24(1.14101.35) L 3 33 1398  1.62(1.54101.71) -
5 years or longer 99 1522  144(1.3710152) [ - | 88 2775 219(2.1010227) '=
Time between menopause and first hormone therapy use E E
Less than 5 years 83 1924  1.43(1.36101.49) ' 7.0 3828 2.04(1.97102.12)
5 years or longer 57 151 1.05(0.89 t0 1.23) T— E 54 364  153(1.38101.69) &+ E
1 : A J i L J

0 1.0 20 3.0 0 1.0 20 3.0
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Oestrogen-progestagen Duration of use <5 years Duration of use =5 years
HRT by: constituents
and regimen Cases/population Relative risk (95% CI)* Cases/population Relatlive risk (95% CI)T

combinations

By progestagen constituent

I
All oestrogen-progestagen 679/59011 1.70(1-56-1-86) '. 1212/80585 2-21 (2-06-2-36)
|
|
|
:
|
Medroxyprogesterone acetate 117/11280 1-60(1-33-1.93) -

I
|
|
|
|
|
|
|
|
196/12628 2-42 (2-10-2:80) |
390/27 841 2-10 (1-89-2-34) -
|
L 5
|
|
|
!
-

——
Norethisterone 253724667 1-53(1-35-1.75) ..1'.
Norgestrei/levonorgestrel 290/20952 1.97 (1-74-2-33) E_._ 608/38494 2:23 (2:04-2-44)
:
By type of regimen :
Sequential 403733124 1-77 (1-59-1-97) _L_ 778/52518 2.12 (1-95-2-30)
Continuous 243/23708 1.57 (1-37-1-79) -Ii— 388/25286 2-40 (2-15-2-67) -i-l—
| |
[ | | | | |
0 1.0 20 30 0 1-0 20 3.0

Figure 5: Relative risk of incident invasive breast cancer by constituent and regimen of oestrogen-progestagen combination HRT
used at baseline™




Unequal risks for breast cancer associated with different
hormone replacement therapies: results from the E3N cohort

study Breast Cancer Res Treat (2008) 107:103-111 7410 novembre 2013
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Fig. 2. Relative risks (95% confidence intervals) for invasive breast cancer by type of
HRT and type of progestagen, compared with HRT never-use (E3N cohort study)
Adapted from Fournier et al. (198) E2: estradiol; mic P4: micronized proges-
terone; DHG: dydrogesterone; synt. Prog.: synthetic progestins (mainly nomegestrol
acetate, promegestone, chlormadinone acetate, cyproterone acetate, medroge-
stone).




Figure 5. Standardized incidence rates far
breast cancer in current users of hormone
therapy by the type of hormone therapy used
and women's body mass index. Standardized
incidence rates per 100 women asged 50-59
years per year were calculated by taking never
users of hormone therapy as the standard and
standardizing by age, region of residence, so-
cioeconomic status, age at menopause, age at
birth of first child, parity, and alcohol con-
sumption. It should be noted that incidence
rates are plotted against the mean body mass
index within each subgroup. 95% confidence
intervals are shown (error bars).
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ER+PR+ ER-PR-

3.50 3.50
2.57
2.42 2.39 3

3.00 T 380 1.86 1.76
= - _ s
B 55 55 141 1.61 1.51
= = 1.21
@ i 137 | ] 1.40
=y 2.00 ~°— 2.00 T @ HRT never user
E 1.50 E 1.50 M HRT past user
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§ 1.00 5 .00 MW HRT current user
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Figure 2 Hazard ratios of ER+PR+ and ER-PR- tumors for increases in BMI across HRT user categories. All models were restricted to
postmenopausal women with information on baseline HRT use and stratified by age at recrultment and study center. HRT riever users within
BMI tertilel were used as the reference category. BMI tertile 1: <225 ka/m; BMI tertile 2: 226 o 25.8 kg/m*; BMI tertile 3: 225.9 kg/m*. BM|,
body mass Index; ER, estrogen receptor; HRT, hormone replacement therapy, PR, progesterone rece ptor,

Ritte et al. Breast Cancer Research 2012, 14:R76
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Terapia sostitutiva con soli Estrogeni

v' L’ uso di soli estrogeni per meno di 5 anni riduce il
rischio di cancro della mammella in donne che iniziano
la terapia dopo diversi anni dalla menopausa (livello
evidenza B)

v' L" uso per un periodo > 5 anni aumenta il rischio di cancro,
soprattutto nelle donne che hanno iniziato la terapia
subito dopo a menopausa (livello evidenza B)

v Il rischio si annulla dopo 5 anni dalla sospensione della
terapia (livello evidenza B)

Executive Summary: Postmenopausal Hormone
Therapy: An Endocrine Society Scientific Statement
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Terapia sostitutiva combinata E+P

v' Il rischio di cancro della mammella, soprattutto con
progesterone sintetico, aumenta progressivamente
dopo 5 anni dall’ inizio della tp (livello evidenza B)

v Il rischio si annulla circa 3 anni dopo la sospensione
(livello evidenza B)

v' Le donne che iniziano subito dopo la menopausa sono
pit a rischio (livello evidenza C)

Per ogni donna il rischio assoluto di cancro al seno in corso di
terapia con EP varia in funzione del momento di inizio della
terapia, della durata della stessa, probabilmente in funzione
del tipo di progestinico e del BMI






