Hormone therapy and breast
cancer: conflicting evidence




The world of hormone therapy in the
1990's




Balancing the benefits and harms




HRT and Breast
Cancer is not a new story




Lancet Collaborative Group




Design of WHI study




What sort of women were in the
trial?




WHI results for HRT: July 2002

Cases per 10,000 women per year
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ERT only study: 2004




Million Women Study — Aug 03

Breast cancer and hormone-replacement therapy in the Million
Women Study
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Million Women Study Collaborators




Million Women Study

HRT use at baseline Cases/population Relative risk (95% FCI)*

All never users 2894/392 757 1.00 { 0-96-1-04)
Il past users 1044,/150 179 1.01 { 0-95-1-08)

Current users of:
Oestrogen only 991 /115 383 1-30{1-22-1-38)
Oestrogen-progestagen 1934/142 870 2:00(1-91-2-09)

-5 1.0

igure 2: Relative risk of incident invasive breast cancer in relation to recency and type of HRT used




Mortality from BC in MWS

HRT use at basellne R G ERInopulation Relative risk (95% FCI1)*

Mever users 238/392 757 1-00 ({0-858-1-14)
Current users 191 /285 987 1-22(1-06-1-41)
Fast users BE/150 179 1-05 (0-85-1-29)

25 1-0

Figure &: Relative dsk of fatal breast cancer In relation to use of HRT at baseline
FCl=floated Cl. *Relative to never users, stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, bodymass
incex, region, and deprivation index.




Authors conclusions




Summary of WHI and MWS: RR




Cochrane Review

Rewiem: Lang term hormone therapy for perimenopausal and postmenopausal women
Comparison: 056 Al women (Selected outcomes: cancer, cholecystic dizease, fActures)
Outcome: 02 Breast cancer: Oestrogen-only HT (moderate dose)

Study Treatment Coritrol Relative Risk (Fixed] Weight Relative Rizk (Fixed)
n/M n/M 5% Cl (%) 5% Cl
01 Oestradiol 1mg for 2 yrs |
EPAT 2001 ori11 10111 . - 100.0 033 [0.01,8.10]
Subtotal (95°% CI) IFARRI 14111 e e —— 100.0 023 [0.01, 210

Test for heterogeneity chi-square=0.00 df=0
Test for overall effect=-0.63 p=0.5

02 CEE DE253for 2.8 - 3.2 yrs

ER.& 2000 14100 04105 — 245 315 [0.12, TE.A0 ]
PEPI 1995 10175 10174 - 506 0.99 [0.06, 1577 ]
WEAE 2002 1 /60 0/62 5 248 210 [0.12, F4.60 ]
subtotal (957 C) 31335 17341 et TR 100.0 .06 [0.38, 11.04]

Test for heterogeneity chi-square=0.40 df=2 p=0.2198
Test for overall effect=0.32 p=0.4

03 CEE 06235 rng for 6.8 yT=s

MIHI 1993 a4/5210 124754249 100.0 073 [0.59,1.01]

Subtotal (955 CI) a4 /8310 124/ 5420
Test for heterogeneity chi-square=0.00 df=0

Test for overall effect=-1.28 p=0.06

100.0 072 [0.59, 1.01]
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WHI and MWS: consistency?




Possible explanation for the differences




Explanation for the differences: BMI
amongst Estrogen only in MWS




Weight and breast cancer




_ &S ) & &3 G
L
\»c




0
C
RS,
0
=
O
-
O
O




Intervention/comparison




Time period of trial




-
QWARGS
QAR

7))
O,
-
O
O
e
>
@,




Lancet Editorial Dec 2004




