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Hormone und Krebs N IERSITAT

¢ Hormonelle Kontrazeptiva
¢ |lUD - Gestagene
¢ Hormonersatztherapie

¢ Tibolon
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OC — Brustkrebs

¢ (CGHFBC 1996)

e 54 Studien: 25 Lander: n=53 297
(BC) vs. 100 239 (kein BC)

e current use RR 1.24 (1.15-1.33)

e erhohtes Risiko bis 10 Jahre nach
Absetzen

e kein erhohtes Risiko >10 a (RR 1.01
[0.96-1.05])
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OC — Brustkrebs

¢ populationsbasierte Fallkontrollstudie
(White 2004)

& /47 cases 1983-1990: 961 controls

ecarly use <5 yrs menar. 1.3 (1.0-1.8)
e high progestin potency 1.5 (1.1-2.1)
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Ovulation — Elerstockkrebs

4
e Spezies meisten Ovulationen
> 300/a; 1 d zw. Ovulation - Oviposition
> Spezies hochstes OvCa-Risiko
> 400 Legehennen games 2002)
> 16 Monate Beobachtung 43%
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OC - Eierstockkrebs UNIVERSITAT

(Bosetti 2002)

6 Studien; n=2 768 cases, 6 24/ controls

sign.

reduziertes Risiko OR 0.66 (0.56-0.79)

>5a starkere Reduktion OR 0.50 (0.33-0.76)
kein Verlust der Protektion >20a nach

Abse

sign.

Zen

reduz. Risiko auch bei belasteter FA,

BRCA-Tragerinnen
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OC - Risikoerhohungen UNIVERSITAT

4 (Khader 2003)
e Metaanalyse; 23 Studien
e currentuse OR 2.48 (1.9-3.2)
e pastuse OR 1.15 (0.98-1.35)

4 (Deligeoroglu 2003)
e pastuse OR 2.5(1.1-6.1)
4 (Johnston 1998)

e Metaanalyse; 11 Studien
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OC - Langzeiteffekte AVERSHTAT

4 (Beral et al. 1999)
e N=46 000; 63% OC,; 1599 Todesfalle
» Ovarialkarzinom OR 0.2 (0.1-0.8) 3 vs. 12
» Zervixkarzinom OR 2.5 (1.1-6.1) 17 vs. 7

»zerebrovaskulare Mort. OR 1.9 (1.2-3.1)
44 vs. 29

e nach >10 a kein Effekt auf Mortalitat
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Mirena® — Wichtige Anderungen der Produktinformationen und Einfiihrung eines Einverstand-
nisverfahrens

Im Rahmen eines Stufenplanverfahrens und in Abstimmung mit anderen Arzneimittelbehérden in der
EU wurde die Aufnahme zuséatzlicher Risikoangaben in die Produktinformationen von Mirena® ange-

ordnet. Mirena® ist eine Intrauterinspirale, die lokal kontinuierlich Levonorgestrel freisetzt. Dadurch
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In Bezug auf ein mdgliches Brustkrebsrisiko wird jetzt darauf hingewiesen, dass bei Anwenderinnen

von Gestagen-only-Kontrazeptiva (z.B. Mirena®) ein Brustkrebsrisiko besteht, das méglicherweise in

der gleichen Gréltenordnung liegt wie das bei Anwenderinnen kombinierter oraler Kontrazeptiva.
Weiterhin stellt das Vorliegen von Geschlechtshormon-abhangigen Tumoren nun auch fur Mirena®

eine absolute Kontraindikation dar.

In Bezug auf Uterusperforationen wird in einem Warnhinweis darauf hingewiesen, dass das Risiko
einer Insertions-assoziierten Uterusperforation bei stillenden Frauen, bei Frauen mit fixierten Lage-
anomalien des Uterus sowie bei postpartaler Insertion erhdht sein kann. Deshalb sollte in Betracht
gezogen werden, eine Insertion erst nach der 12. postpartalen Woche durchzufiihren.

Weiterhin besteht in Deutschland zukiinftig die Notwendigkeit, die ausfuhrliche Aufklarung der Patien-
tin vor der Einlage von Mirena® und ihr Einverstandnis schriftlich zu dokumentieren (Einverstandnis-

verfahren). Damit soll sichergestellt werden, dass alle Frauen vor der Einlage von
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¢ Norplant® — subdermal, LNG

e 5-Jahre Kohortenstudie; n=78 000
Frauenjahre (veirik 2001)

e kein Unterschied Pravalenz Brustkrebs

¢ Fallkontrollstudie — LNG-implant oder
Gestagen I.m.

e kein erh6htes Brustkrebsrisiko (strom 2004)



Use of the Levonorgestrel-Releasing
Intrauterine System and Breast Cancer
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Fig. 1. Distribution of woman-years and breast cancer
diagnoses by age group.



350 m LNG IUS usars) {tmo Lanmones,
E 500 * Average {
= 2720
= 250 25R5 W
5 2036 232 6
200 '
¢ |
~ 2 150
= 1203 { 122.4
100
74.0 ;
m -
27 .2 ; 255 494
o
P= 84 F= 056 P> 99 P= 41 P= 85
30-34 45 - 38 A0 - 44 45 - 4 50 - 54
Age group

Fig. 2. Incidence of breast cancer per 100,000 woman-
years by age group in levonorgestrel-releasing intrauterine
system users and the overall Finnish female population
(average). The P values refer to the Fisher exact test. LNG
IUS, levonorgestrel-releasing intrauterine system.
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Cochrane

¢ 2 Cochrane-Analysen (Lethaby 2000; French 2004)
¢ hormonally impregnated IUD
e contraception, heavy menstrual bleeding

¢ Zusammenfassung aller kontrollierter
Studien

¢ 21 RCTs/5 RCTs

e In keiner der Studien erhdhtes
Brustkrebsrisiko als sAE



Use of the levonorgestrel-releasing intrauterine
L NG |UD system in breast cancer patients
; Xuan Bich Trinh, M.D.,*" Wiebren A. A. Tjalma, M.D., Ph.D..,” Amin P. Makar, M.D., Ph.D.,**

Guy Buytaert, M.D.,” Joost Weyler, M.D., Ph.D._,j and Peter A. van Dam, M.D., Ph.D."

¢ retrospektive Fallkontroll-Studie
¢ 6 Spitaler; Belgien (rinh 2008)
¢ Nn=/6 N. mammae+LNG-IUD

¢ N=120 matched

e Alter, Tumorcharakteristika,
Behandlungsmodalitat




pa | Kaplan-Meier survival curve: LNG |US breast cancer
patients who had a LNG |US at time of diagnosis and
continued using it (subgroup A) vs. control cohort.
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Contraception 75 (2007) 560569

Case-control Studies .

Shu et al., 1991 China

Rosenblatt et al., 1996 Multi-country ¢ '

Hill et al., 1997 United States g

Sturgeon et al., 1997 United States e

Tao et al., 2006 China b

Castellsague et al,, 1993  United States ——

Salazar-Martinez et al., 1999 Mexico ' ¢ '

Parazzini et al., 1994 Italy e

Benshushan et al., 2002 Israel ’ ¢

Pooled adjusted odds ratio B OR'0.6,95% Cl 0.4-0.7

Cohort Studies ——

Wernli et al., 2006 China r 1
0.1 1 10

Fig. 1. Adjusted ORs and 95% CIs for the association between [UD use and endometnal cancer.
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acetate; NETA, norethisterone acetate: E2, estradiol; Dieno, dienogest;: DHD, dihydrodydrogesterone; and Prog, progesterone. A ratio =1
means induction of apoptosis. * P < 0.05 vs. controls.
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Fig. 1 Changes of serum-stimulated growth of MCF-7 cells after addi-
tion of progestins. P: progesterone, CMA: chlormadinone acetate,
DNG: dienogest, GSD: gestodene, KDG: 3-ketodesogestrel, LNG: levo-
norgestrel, MPA: medroxyprogesterone acetate, NET: norethisterone
(means + SD, " p<0.05, ** p<0.01 vs. control value =100%).
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Coronary Heart Disease Stroke Pulmonary Embolism
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Coronary Heart Disease
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Figure 2. Cumdative Harard for Invasive Breast Cancer: S=nsitmity #nalysis
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Figure 4. Cumnulative Hazard for Invasive Breast Cancer by Prior Hommone Lise and
Randomization Assignment

Invasive Breast Cancer by Pricr Homnons Lles

ko Price Liss Frior Uze
------ Placed Placeto
------ CEE Akore CEE Abre
0.0
ko Prior Uss: HR, O6E
(9E% CI, CL4E-0.92) I
T ooad FoFUsacHR, 1 -
m {955 CI, 0701 50
L. Log-Rank & fr nteracton = .09
E 0.0+
Ao
=
E
3 001
l:l T T T T T T T T T 1
0 1 2 A 4 & B 7 g 9
Time, ¥
M, at REK
M Frice Lise
Flacebo 2758 S0 o504 290E THl 204
CEE  27ET s 2606 2316 TG 247
Frior Use
Flacebo 2648 PEQE 2516 2233 Ti8 319
CEE 2830 2474 235 2128 Gda 240

CEE indicates conjugated aquine estrogers; Ol confidencs interval, HR, hazard ratio.



JIZINISCH

Relationship Between Long Durations VERSITAT

Table 2. Use of Unopposed Estrogen Replacernent Therapy (ERT) and Risk of Ovwverall and Specific Histological Types of Invasive Breast
Carcinoma*

All Cases [n = 975) IDC Cases (n = 656) ILC Casas n = 196)
Controls, Mo, (%)

I 1 [ 1 [ |
Reagirmen n=1007) M. (%) DR (B5% Cl) Mo, (%) OR [@5% CI Mo, (%) DR [95% CI)
i set

Mewar 330 (33.7) 284 (231) 190 (30.3) Refarance 47 (24.09 Fafarancs

Ever 307 (324 360 (365 1000843 240 (36, 6) 1.0{08-1.4) 7o 3.3 1.3 0.8-2.00
Bmo-4.0 y 113 11.2) 79 @A) CE0EA.2) 5585 0.8 {0.6-1.2) 17 @8.7) 1.1 06200
148y 83 B8.2) a0 2.2 1.21081.7) B0i9) 1.2{08-1.8) 19 6.7 1.5 0.8-2.5
15-24.9y EER R a5 3.8 13008145 Bl (9.5 1.4{0.8-2.2) 14 (7.1} 1.3 0626
=20y 124 2.3 105 (10.8) 100074 B3 (0.6) 0.2 {0.6-1.3) 2onz2a 1.30.7-2.4)

Racancy of BAT Usa Among ERclusive ERT Usarst

Mewar 330 (33.7) 284 (231) Fafarancs 190 {30.3) Refarance 47 (24.09 Fafaranca

Fomer 123 12.2) Ha 23 1.1 2815 30127 14 (08-1.6) Z2 1.3 1.2 10.7-21)

Currant 274 272 244 24.7) 1000743 157 (£3.9) 1.0{0.7-1.3) B3 27.00 1.3010.8-2.2)
Bomio-4.0 y 42 (4.2) 18 (1.8 LB 0300905 12{1.a) 0.5 (0.3-1.00 5.1 1.1 10.4-2.40
E140y 44 (4.9 O 1.2108-2.00 5.2 1.3(08-2.1) 11 (5.6 1.8 0.8-3.4)
15-24.9y 3 (6.3 7274 1.4§0.8-2.2) &1 (7 8) 1.5(1.0-2.4) 12 5.1) 1.500.7-3.2)
=25y 1233 11.9 104 (10.4) 1000715 B0{9.1) 0.9(0.6-1.4) 24123 1.410.7-2.7)

- - o -

F Ever users of CHRT (includes CHRT users who also had used ERT) had a 1.7-fold (95%
2 confidence interval [Cl], 1.3-2.2) increased risk of breast cancer, including a 2.7-fold (95%
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Breast Cancer Res Treat (2008) 107:103-111
DOI 10.1007/s10549-007-9523-x

EPIDEMIOLOGY

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

Agnes Fournier + Franco Berrino -
Francoise Clavel-Chapelon
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¢ - prospektive Kohortenstudie

¢ -1990; n=80 377; mittl.
Beobachtungsdauer 8.1a

¢ - HRT, ERT, Brustkrebs

¢ - 96% Brustkrebsfalle Histologie

¢ - Beginn ERT/HRT 52.4a

¢ - ERT: 98% EZ2; diverse Gestagene
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Table 2 Relative risks for invasive breast cancer according to route of estrogen administration and type of progestagen, compared
with HRT never-use

Oral Estrogen Transdermal/ P-values for homogeneity
Percutaneous estrogen tests between routes of
: - - : - - estrogen administration
Cases’PY* Relative risk” Cases/PY* Relative risk”
(95% CI) (95% CI)

Estrogen alone 13/3,598 132 (0.76-2.29) 56/14.826 1.28 (0.98-1.69) 0.93

Progesterone =* 121/35.513 L.O8 (0.89-1.31)

Dydrogesterone 7/3,217 0.77 (0.36-1.62) 90/25405 118 {0.95-1.48)
Chlormadinone acetate 81,431 202 (1.00—106) 357774 LA8 {1.05-2.09) 0.43
Cyproterone acetate 34/4,779 257 (1.81-3.65) - -
Promegestone 13/2.814 1.62 (0.94-2.82) 6W14910 1.52 (1.19-1.96) (.84
Nomegestrol acetate 8/2,623 110 (0.55-2.21) 91/18.826 160 {1.28-2.01) 0.30
MNorethisterone acetate 46/7.401 211 (1.56-2.86) - -
Medroxyprogesterone acetate 29/7 035 LA8 (1.02-2.16) =* -
Pvalue for homogeneitv (.03 0.01
among all progestagens
P-value for homogeneity (.16 0.59

among progestagens other
than progesterone and dydrogesterone




Table 3 Felative reks for invasive breast cancer by type of HET and dumtion of exposure, compared with HET never-use

HET type and duraticn of exposare Cases’PY n Belative risk b POEALCT

ycarz) INISCH
MNone T 244,622 1 irefs T RSITAT
Estrogen olone Th20.347 2012 LGS ——
<2 2446747 126 (083185 - —_—
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& 1273 301 1AL i0TE2.28) -
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Estrogen + progesierone 12540537 L6008 L2
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6+ 15623817 195 (LAZ-235) ——
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Breast Cancer Risk in Postmenopausal

Women Using Estradiol-Progestogen
Therapy

Table 2. Standardized Incidence Ratios of Invasive Breast Cancer in Women With the Use of

Estradiol-Progestogen Therapy in Relation to Accurate Exposure Periods, or in Women With
Accurate Exposure Data*

N Observed Expected SIR 95% CI
Accurate exposure
6 mo to less than 3 yT 50,033 1024 976 1.05 0.97-1.11
3 y to less than 5 y* 30,583 547 418 1.31 1.20-1.42
5y to less than 10 yT 32,466 472 273 1.72 1.58-1.89
10 y or more? 23,131 299 146 2.07 1.84-2.30
Inaccurate exposure
6 mo to less than 5 y* 36,972 2,196 1,637 1.34 1.29-1.40

5 y to less than 10 y* 48,366 1,673 969 1.73 1.65-1.81
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Table 4. Standardized Incidence Ratios of Invasive Breast Cancer Among Women Using
Estrogen—Progestogen Therapy in 1994-2005, Grouped According to the Progestogen and
Duration of Use*

Progestin Type and Duration N Observed Expected SIR 95% CI
6 mo to less than 3 y'
Norethisterone acetate 22,368 439 424 1.04 0.94-1.14
Medroxyprogesterone 13,438 336 324 1.04 0.93-1.15
Dydrogesterone 7,420 87 85 1.02 0.82-1.26
Other® 7,213 144 134 1.11 0.94-1.30
3 y to less than 5 yt
Norethisterone acetate 12,211 266 169 1.34 1.17-1.51
Medroxyprogesterone 8,648 166 130 1.27 [.09-1.48
Dydrogesterone 3,413 32 26 1.22 0.83-1.72
Other* 4,357 61 55 1.12 0.85-1.43
5 y or moref
MNorethisterone acetate 24,093 670 330 2.03 1.88-2.18
Medroxyprogesterone 19,299 454 277 1.64 1.49-1.79
Dydrogesterone 1,014 H 7 1.13 0.49-2.22
Other* 5,804 159 77 207 1.76-2.04
Mixed" 39,727 B60 448 1.73 LG1-1.84
10 y or more®
Norethisterone acetate 4,081 67 21 3.15 2.44-4.00
Medroxyprogesterone 2,049 15 8 1.90 1.07-3.07
Dydrogesterone 61 - 0.33 (.00 0.00-11.01

Other* 289 6 2 2.79 1.02-6.07
Mixed* 6,492 70 30 233 B2,
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A Overall (N=30908) B Distant breast-cancer recurrence (N=3098)
0205 —— Tibolone 2.5 mg ]
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Number at risk
Tibolone 2.5 mg 1556 1420 1291 819 257 1556 14723 1291 818 257
Placebo 1542 1391 1284 832 264 1542 1393 1285 833 264

Years
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Expositionsalter et

¢ Growth School Age Girls Anigren et al. 2004
e N=117 415; Denmark

e BC: n=3 340

e high stature at 14 yrs, low BMI, early
peak growth

e independent risk factor of breast
cancer

e Russo et al.: hcG - proliferation
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Mortality Associated with Hormone Replacement Therapy in
Younger and Older Women

A Meta-analysis

Shelley R. Salpeter, MD, Judith M.E. Walsh, MD, MPH, Elizabeth Greyber, MD,
Thomas M. Ormiston, MD, Edwin E. Salpeter, PhD
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Mean age = 60 years
Hormone replacement and total mortality

Treatment Control Odds Ratio Weight Odds Ratio
Study ™ /N (95% CI Randam) %o (95% C1 Random)
f T T 1
Binder 2001 1741 /22 L] 0.2 1.67 [0L07, 42.64]
Cherry 2002 32/513 39 /504 j 7.8 0.79 [0.49, 1.29]
Gallagher 2001 17121 1/123 0.2 1.02 [0.06, 16.44]
Herrington 2000 11/ 204 6/ 105 1.7 0.94 [0.34, 2.62]
Hodis 2001 01 17111 L 0.2 0.33 [0.00, B.20]
Hulley 199% 130/ 1380 12371383 3 173 1.07 [0.82, 1.36]
Mulnard 2000 s /39 L 0.2 248 [0.12, 53.00]
Os 2000 2/a0 1/58 L 0.3 1.97 [0.17, 22.29]
Raz 1993 1/50 0/ 50 L 0.2 .06 [0.12, 76.95]
Recker 1999 2/ 64 1/64 = 0.3 2.03 [0.18, 22.99]
Wizeali 2001 487337 41327 2.1 1.16 [0.74, 1.81]
WHI 2002 231/8506 21878102 r 51.9 1.01 [0.54, 1.22]
Waters 2002 4/103 /108 — 0.6 2.104 [0.38, 11.95]
Tatal (95% C1) 465 111871 433/ 10996 ® 1040.0 1.03 [0.90, 1.18]
Test for heterogencity p = 0.98
Test for overall effect p=10.7
1 1 | ]

[[N1]] 0.1 1 10 100
Favors Treatment Favors Contral
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WIEN

Mean age < 60 years
Hormone replacement and total mortality

Treatment Control Ondds Ratio Weight (Odds Ratio
Study N ™ (95% C1 Random) %o (95% C1 Random)
i 1 | |
Angerer 2000 1/215 0106 | 1.9 1.49 [0.046, 36.88]
Arrenhrecht 2002 17108 /53 L 1.9 149 (0.0, 37.27)
Giske 2002 17123 0/43 » 1.9 1.07 [0.04, 25.64]
Guidozzi 1999 32 /62 41/ 68 —- 41.0 0.70 035, 1.41]
Hall 1994 3737 3/16 —a—— 6.7 0.38 [0.07, 2.14]
Hall 1998 0/ 40 1720 B 1.9 0.16 [0.01, 4.12]
Komulainen 1999 1/115 201158 34 0.50 [0.04, 5.54)
Kyllonen 1998 1/52 0/ 26 | 1.9 1.54 [0.0&, 39.21)
Lindsay 1976 1/63 1/57 25 0.90 [0.06, 14.78)
MacDonald 1994 1/22 1/22 1 2.5 100 [0.06, 17.07)
Mijatovic 1998 013 1/13 ——1 1.5 031 [0.01, 8.30]
Mosekilde 2000 47502 9/ 504 —a— 14.2 044 [0.14, 1.44]
Machtigzall 1979 3784 TIR4 R 10.3 0.41 [0.10, 1.63]
PEPI 1995 3/70 0/174 B 23 1.75 |[0.09, 34.01]
Perez-Jaraiz 1996 /2 1/52 1.9 .65 [0.03, 16.45]
Ravn 1999 0110 17109 L 1.9 0,33 [0.01, 8.12]
Watts 2001 17303 07103 1.9 1.03 [0.04, 25.39]
Total (95% CI) 5372576 68 / 1565 100,0 061 [0.39, 0.95)
Test for heterogeneity p = 0,99
Test for overall effect p = 0,03
L ] I ]
0.01 0.1 1 10 104

Favors Treatment  Favors Control
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Zusammenfassung

¢ Hormone beeinflussen Krebsrisiko
e altersspezifisch, substanzspezifisch
e malignomspezifisch
e ERT vs. cCHRT

e Gestagene - synthet. Gestagene vs.
Progesteron/Dydrogesteron

e Ostrogene — E2 vs. CEE
e Tibolon



