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Patterns of use of HT over time  
Over the last few decades the prevalence of HT use has varied 
considerably over time.† Detailed statistics on long term trends in 
HT use are available for the USA and the UK. 

In the USA HT use began to increase in the early 1970s but 
declined in the late 1970s following reports of increased risks of 
endometrial cancer associated with use of oestrogen-only 
preparations. HT use began to increase again in the late 1980s, 
continued to increase during the 1990s and halved abruptly in the 
early 2000s (Figure A). Use stabilized during the 2010s, with an 
estimated 5 million users. The prevalence of HT use among controls 
from Canada in this meta-analysis appear broadly similar to those 
seen in the USA.  

In the UK there was little use of HT until the late 1980s. HT use 
increased rapidly during the 1990s, halved abruptly in the early 
2000s, and stabilized in the 2010s, with about 1 million users 
(Figure B).  

In western and northern Europe and Australasia the patterns of 
HT use are broadly similar to those seen in the UK.  

Estimated person-years of HT use since 1970
Assuming that the average duration of HT use was 5 years (as found 
for controls in this meta-analysis) it is estimated that have been 
about 600 million woman-years of HT use in high income 
countries since the 1970s, about half in North America and half in 
Europe and Australasia. 

†Sources of data on HT use in different countries: 
Kennedy DL et al. Noncontraceptive estrogens and progestins. Use patterns over time. Obstet Gynecol 
1985;65:441-6.  
Wysowski DK et al. Use of menopausal estrogens and medroxyprogesterone in the United States, 
1982-1992. Obstet Gynecol 1995;85:6-10.  
Townsend J. Hormone replacement therapy: Assessment of present use, costs and trends. Br J Gen Pract 
1998; 48: 955-8. 
International Agency for Research on Cancer (IARC). Evaluation of Carcinogenic Risks to Humans, 
volume 72: Hormonal contraception and postmenopausal hormone therapy. IARC, Lyon, 1999.   
Banks E et al. Use of hormonal therapy for the menopause in 9 European countries: results from the EPIC 
cohort. Pp 301-303 in: Riboli E, Lambert R (eds). IARC Scientific Publication No 156. IARC, Lyon, 2002.  
Wysowski DK and Governale LA, Use of menopausal hormones in the United States, 1992 through June, 2003. 
Pharmacoepidemiology and drug safety 2005;14:171-76.   
Watson J et al.  Prescribing of hormone therapy for menopause, tibolone, and bisphosphonates in women in the 
UK between 1991 and 2005. Eur J Clin Pharmacology 2007;63:843-49. 
Canfell K et al. Decrease in breast cancer incidence following a rapid fall in use of hormone 
replacement therapy in Australia. Med J Aust 2008;188:641-44. 
Ettinger B et al. Evolution of post-menopausal hormone therapy between 2002 and 2009. Menopause 
2012;19 610-15.  
Steinkellner AR et al. A decade of postmenopausal hormone therapy prescribing in the United States. 
Menopause 2012;19:616-21. 
NHS Prescription Cost Analysis, England. http://www.hscic.gov.uk/article/1165/Search-catalogue?q 
=title:Prescription+Cost+Analysis &area=&size=10&sort=RelevanceDesc (accessed 23 June 2014). 
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Search strategy and eligibility criteria 
This collaboration began in 1998, and since then potentially eligible epidemiological studies have been sought 
regularly by searches of review articles and computer-aided literature searches in MEDLINE and PubMed, 
using combinations of the search terms ‘ovarian cancer risk’, ‘ovary cancer risk’, ‘hormon*’, ‘HRT’, ‘HT’, 
and ‘menopause’. To be eligible for these analyses, studies needed to have collected individual data on 
women’s use of hormonal therapies for the menopause and on their parity and past history of 
oophorectomy and of hysterectomy. Studies completed after 2006 needed to have included a total of at least 
200 women with ovarian cancer (not all postmenopausal). Studies completed before then were eligible with 
fewer than 200 cases. Studies that had collected relevant data, but had not published on ovarian cancer risk 
in relation to use of HT, were sought by correspondence with colleagues, by discussions at collaborators 
meetings (in 2000, 2005 and 2011), and by electronic searches using additional terms ‘cohort’, ‘prospective’, 
‘women’ and ‘cancer risk’. 

By January 2013, 58 eligible studies1-58 had been identified and principal investigators from each had been 
invited to participate in the collaboration. Data from 52 of the eligible studies are included in these analyses.1-52  

Studies not included in the analysis 
Data from six eligible studies53-58 were not included in these analyses data. Three53-55 had not published on the 
relationship between HT use and ovarian cancer risk. 

All three eligible studies that had published results56-58 and could not contribute data to this analysis were 
retrospective studies done in North America. Mills et al56 studied 256 women with ovarian cancer and the 
adjusted relative risk in ever vs never users of HT was reported to be 1.39, 95%CI 1.01-1.93. Moorman et al57 
studied 364 postmenopausal women and the adjusted relative risk in ever vs never users of HT was reported to 
be 1.2, 95% CI 0.8-1.6. Rossing et al58 reported results for a subgroup of women with ovarian cancer who had 
either never used HT or had exclusively used either estrogen-only, continuous estrogen-progestin or sequential 
estrogen-progestin preparations; no estimate for ever versus never use of HT in all women was published.  

For the two studies56,57 that had presented data on ever versus never use of HT the combined relative risk was 
1.3 (95%CI 1.0-1.5). No study published estimates of the overall relative risk of ovarian cancer in current or 
recent ex-users versus never users, but Moorman et al57 reported relative risks of 1.1 (0.7-1.5) and 1.6 (0.9-2.8), 
respectively, for current use and for past users who had ceased in the previous 5 years (ie, 1.2  [0.9-1.7] in 
current-or-recent vs never users of HT) 

Studies were ineligible if they had included cases that overlapped with those in other studies included in 
the collaboration. For example, cases in a retrospective study in Denmark (Glud E et al. Hormone therapy and 
the impact of estrogen intake on the risk of ovarian cancer. Arch Int Med 2004; 164: 2253-59) overlapped with 
cases in the larger prospective Danish Sex Hormone Register Study (DaHoRS).45 Studies were also ineligible 
if no information on oophorectomy was available (eg, Koskela-Niska V et al. Effect of various forms 
of postmenopausal hormone therapy on the risk of ovarian cancer - a population-based case-control study 
from Finland. Int J Cancer 2013; 133: 1680-88).  
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Data collection and definitions 
Individual participant data contributed by principal investigators were checked and collated centrally so that 
analyses could use definitions that were as similar as possible across studies. Apparent inconsistencies in the 
data were rectified, where possible, by correspondence with the investigators. After the records had been 
checked and corrected, investigators were sent summary tables and listings of the variables to be used in 
analyses for final confirmation. 

Due to Danish data protection laws, data from one prospective study, the Danish Sex Hormone Register Study 
(DaHoRS)45 could not transfer individual exposure data abroad, and could be accessed only by on-line 
submission to Statistics Denmark. Principal investigators adapted the Danish dataset according to the 
specifications for this meta-analysis and provided tabular results. Analyses were restricted to women aged 55 
years and older and adjustment variables were age, past hysterectomy, and parity. The tabulated results were 
used to impute variance-covariance matrices of relative risk (Greenland S, Longnecker MP. Methods for trend 
estimation from summarized dose-response data, with applications to meta-analysis. Am J Epidemiol 1992; 135: 
1301-09) and results were combined seamlessly with the results from the other 51 studies, weighted by the 
inverse of the estimated variance. 

Definition of HT use   
Information sought from principal investigators about every woman’s use of HT included: ever use, current 
use, age at first and last use, total duration of use, constituents of each preparation used and duration of use of 
each preparation. Based on the information provided, HT preparations were classified as those containing 
oestrogen only, oestrogen-progestagen, or other/unknown types. A few women were recorded as having 
used both oestrogen-only and oestrogen-progestagen preparations and were classified by the preparation last 
use (ie, only 54 of the cases who were current or recent ex-users were recorded as having changed from use 
of oestrogen-only to oestrogen-progestagen HT; and only 150 were recorded as having changed from 
oestrogen-progestagen to oestrogen-only HT). Limited information was available about the specific constituents 
of the oestrogen-only and oestrogen-progestagen preparations used. For example, only about two-fifths of those 
who were recorded as having used combined oestrogen-progestagen preparations had information 
recorded on whether the progestagens had been used every day or less often. In most analyses current 
users were combined with recent ex-users who stopped <5 years previously, ie, “current-or-recent users”. 
Follow-up in prospective studies was censored 4 years after HT use was last recorded and so the only 
possible source of misclassification in such analyses is if never-users start or if ex-users restart within 4 
years. Data from one large prospective study suggest that such changes in use were relatively uncommon, in 
that before 2003 only 1% of never users became current users each year and 4% of past users became current 
users each year38 (and after 2003 even fewer never and past users started HT). Sensitivity analyses explored cut-
offs other than 4 years (Appendix p17). 

Classification of ovarian cancers 

All but 3 studies15,16,23 contributed information about tumour subtype and most investigators provided pre-coded 
information on this. In the few studies that provided data coded to the International Classification of Diseases for 
Oncology (3rd edition. Eds: Fritz AG, Percy C, Jack A, et al. Geneva: World Health Organization; 2000), 
tumours were classified as epithelial (clear cell [M8310/8313], endometrioid [M8380], mucinous [M8470/8480/ 
8490], serous [M8441/8460],  and mixed, other or not otherwise specified [all other ICD10-O codes for 
epithelial tumours within ICD10 C56]); non-epithelial (M8620/8631/8650/8862/8890/8933/8951/8963/9080/ 
9084/9110); or not specified as either epithelial or non-epithelial (M8000). Epithelial cancers with codes M8442/ 
8451/8462/8472 were classified as being borderline-malignant. 

Statistical Methods 

When more than two groups were compared, the variance of the log risk was estimated for each group 
(Plummer M. Improved estimates of floating absolute risk. Stat Med 2004; 23: 93- 104) and these group-specific 
variances were used to calculate group-specific confidence intervals. This method yields valid comparisons 
between any two groups, even if neither is the baseline group. It allows the relative risk estimates to be treated 
as approximately independent in tests of heterogeneity and trend.   

Estimates from stratified analyses were combined, weighted by the amount of statistical information in each 
stratum (inverse of the variance of log risk). Comparisons across different subgroups of women were made 
using standard chi-squared tests for heterogeneity, calculated from the change in log likelihood on adding extra 
terms.  
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Details of the 52 studies included in these analyses 

Postmenopausal  
cases/controls 

   Median  year of 
  Diagnosis (cases) 

   Mean   age 
  (cases) 

17 Studies with prospectively recorded data on HT use 
BCDDP (USA) 25 325/1267 1989 66.6 
IOWA Women’s Health32 91/330 1989 66.5 
Norwegian Counties33 22/101 1990 58.5 
Netherlands Cohort46 174/1151 1990 67.9 
CPS-II Mortality (USA)23 1258/5542 1992 74.0 
CNBSS (Canada)41 139/382 1993 62.8 
Nurses' Health Study (USA) 39 435/1836 1993 62.9 
Southern Swedish30 28/116 1994 61.9 
Swedish mammography44 131/575 1995 67.2 
CPS-II Nutrition (USA) 47 336/1346 1997 68.3 
EPIC (8 countries)49 325/1373 1999 63.2 
NIH-AARP(USA)51 381/1522 1999 66.6 
DaHoRS (Denmark) 45    2110/  - 2000 62.2 
NOWAC (Norway)31 95/384 2000 59.7 
PLCO (USA)48 197/786 2001 68.2 
Million Women Study (UK)38 6022/23880 2005 64.2 
WLH (Norway/Sweden)42 41/126 2005 57.9 
All prospective studies    12110/40,717*   2000   65.1 

35 studies with retrospectively recorded data on HT use 
Byers (USA)6† 39/286 1958 59.1 
Newhouse (UK)1† 151/321 1973 62.2 
McGowan (USA)2† 60/59 1975 58.9 
Paffenbarger (USA)11† 53/253 1975 66.1 
Weiss (USA)5 187/565 1977  61.6 
Hildreth/Kelsey (USA)3† 51/769 1978 62.4 
Nasca (USA)7 224/394 1978  62.5 
Cramer I (USA)4 127/116 1979  62.5 
Booth (UK)12† 146/243 1980    56.9 
Hartge (USA)9† 152/181 1980 62.2 
CASH (USA)8 89/758 1981  50.8 
WHO developed countries (Australia, Israel)14† 34/235 1982 49.8 
Rosenberg (USA)13† 467/1807 1983 60.1 
Whittemore (USA)10 102/266 1984   60.8 
Negri/Franceschi (Italy)15† 550/1395 1986 61.1 
Western New York (USA)29 81/404 1988   64.1 
PEDS (USA)18† 230/979 1990 63.7 
Tzonou/Tricopoulos (Greece) 16† 244/284 1990 61.2 
Risch (Canada)17 305/364 1991  62.4 
Green/Purdie (Australia)20 487/488 1992  63.7 
Mosgaard (Denmark)19 322/343 1992  54.1 
Cramer II (USA)21 258/222 1993   62.3 
Riman (Sweden)26 677/3453 1994  63.5 
German OCS27 179/321 1995  62.3 
Pike/Wu (USA)34 304/344 1995  62.1 
Negri/La Vecchia (Italy)22† 657/1526 1995   61.6 
Goodman/Wu (USA)24 403/498 1996  64.9 
SHARE (USA)28 399/599 1996  59.7 
OVCARE (USA)35 50/149 1997  50.3 
Newcomb (Two States;USA)37 298/1685 1998  62.8 
Zhejiang-Curtin (China)36† 89/226 1999    59.4 
Polish study (Poland)40 179/1283 2002  62.6 
AOCS (Australia)43 913/945 2004  63.5 
HOPE (USA)50 410/924 2005  64.6 
Guangzhou (China)52† 461/444 2006    59.5 
All retrospective studies 9378/23,129 1994   61.7 

All 52 studies 21,488/63,846* 
1999 

63.6 

* Excludes DaHoRS45 

† Retrospective case-control studies with hospital controls 
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Estimated absolute risk of ovarian cancer in HT users 

As an example, we estimated the absolute excess risk of ovarian cancer associated with 5 years and 10 years use 
of HT, starting at age 50 for women in England. We used age-specific ovarian cancer rates in England for 2000- 
2003 (National Cancer Statistics for England http://www.ons.gov.uk/ons/taxonomy/index.html?nscl=Cancer; 
accessed 23 June 2013), data on the prevalence of HT use in 2000-2003 (Watson J et al. Eur J Clin 
Pharmacology 2007; 63: 843-49) and the relative risks found here in prospective studies (Figure 1) to estimate 
incidence rates in never users of HT (table below). National rates for ovarian cancer include a relatively small 
proportion of women who had had an oophorectomy in the denominator and, for comparability, the population 
at risk for these calculations also include women who had had an oophorectomy.  

The relative risks for HT-associated incident and fatal ovarian cancer are similar.23,38 To estimate risk of fatal 
disease it was assumed that 65% of the ovarian cancers were fatal, since 5-year survival in European countries 
was estimated to be 30-40% during the 1990s and 2000s (Karim-Kos HE et al. Recent trends of cancer in 
Europe. Eur J Cancer 2008; 44: 1345-89) and 10-year survival in the US SEER data was estimated to be 35% 
(Kosary CL. Cancer of the ovary: SEER survival monograph. Bethesda: National Cancer Institute; 2007. 
http://seer.cancer.gov/publications/survival/surv_ovary.pdf, accessed 23 June 2014). 

HT use for 5 years, starting at age 50 in England, is estimated to result in one additional ovarian cancer in every 
1000 HT users, and one additional death from the disease in every 1700 users; and use for 10 years is estimated 
to result in one additional ovarian cancer in every 600 HT users, and one additional death from the disease in 
every 800 users (table below).  

Ovarian cancer incidence in other high income countries is similar to that in England (International 
Agency for Research on Cancer. http://www-dep.iarc.fr, accessed June 23, 2014), so the excess risks 
calculated here would be broadly similar for women in other high income countries. 

Estimated excess incidence of ovarian cancer in England associated with 5 years and 
10 years use of HT, starting at age 50 years 

5-year risk 
of ovarian 
cancer per 
thousand 
women who 
never used 
HT * 

Excess risk of ovarian cancer 
associated with 5 years of HT use, 
starting from age 50 years 

Excess risk of ovarian cancer 
associated with 10 years of HT use, 
starting from age 50 years 

Proportional 
excess risk 
(RR-1) † 

Absolute 5-year 
excess per 1000 
HT users 

Proportional 
excess risk 
(RR-1) † 

Absolute 5-year 
excess per 1000 
HT uses 

Age 50-54 1.2 0.43 0.52 0.43 0.52 

Age 55-59 1.6 0.23 0.37 0.42 0.67 

Age 60-64 2.1 0.05 0.10 0.29 0.61 

Excess 
incidence 

0.99 per 1000; 
1 in 1000 users 

1.80 per 1000; 
1 in 600 users 

Excess 
deaths 

0.6 per 1000; 
1 in 1700 users 

1.2 per 1000; 
1 in 800 users 

† From relative risk (RR) estimates in Figure 2 (for women who use HT for 5 years, the average duration of use 
in current users is 2.5 years; and the average duration of use in ex-users is 5 years; for women who use HT for 10 
years, the average duration of use in current users is 2.5 years in the first 5 years and 7.5 years in the next 5 
years, and the average duration of use in ex-users is 10 years) 
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WEBTABLES 

Relative risk of ovarian cancer by duration and time since last HT use in 
retrospective studies only (see Figure 2 for results in prospective studies 
only, and in all studies combined)  

Median 
duration of 

HT use 

Exposed 
cases (n) 

Relative risk 
(95%CI)† 

Never users - 5142 1.00 (0.95-1.05) 

Current users 
  Duration <5 years 2 326    0.91 (0.79-1.05) 
  Duration ≥5 years 10 513    1.07 (0.96-1.20) 

Past users, ceased <5 years previously 
  Duration <5 years 1 300  1.07 (0.91-1.24) 
  Duration ≥5 years 10 399  1.26 (1.09-1.45) 

Past users, ceased ≥5 years previously 
  Duration <5 years 1 513  1.04 (0.93-1.17) 
  Duration ≥5 years 8 161  1.10 (0.90-1.35) 

*Relative risk, stratified by study, centre within study, age and body mass index, and adjusted for
parity, use of oral contraceptives, age at menopause and hysterectomy. 

Relative risk of ovarian cancer in current-or-recent versus never users by 
study design and HT preparation last used  

Exposed 
cases (n) 

Relative risk 
(95%CI)† 

Prospective studies 
  Oestrogen-only 1130    1.37 (1.26-1.50) 
  Oestrogen and progestagen 1167    1.37 (1.26-1.48) 

Retrospective studies 
  Oestrogen-only 742    1.21 (1.07-1.37) 
  Oestrogen and progestagen 498    0.96 (0.83-1.10) 

All studies 
  Oestrogen-only 1872    1.32 (1.23-1.41) 
  Oestrogen and progestagen 1665    1.25 (1.16-1.34) 

†Relative risks were stratified by study, centre within study, age and body mass index, and 
adjusted for parity, use of oral contraceptives, age at menopause and hysterectomy. 
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Sensitivity analyses in prospective studies 

Effect on the main findings of additional adjustment by various factors (not including DaHoRS45) 
Relative risk (95%CI) in 

current-or-recent users vs 
never users of HT 

Stratified by study, centre within study, age, and body mass index 
and adjusted for parity, past use of oral contraceptives, age at 
menopause, and hysterectomy (as in the main analyses) 

1.31 (1.21-1.41) 

As above, and with additional adjustment for: 
  Year of birth 1.31 (1.22-1.41) 
  Ethnic origin 1.30 (1.21-1.40) 
  Years of education 1.31 (1.21-1.41) 
  Age at menarche 1.31 (1.21-1.41) 
  Height 1.31 (1.21-1.41) 
  Alcohol consumption 1.31 (1.21-1.41) 
  Smoking 1.32 (1.22-1.42) 
  First degree relative with ovarian or breast cancer 1.33 (1.23-1.43) 
Additional adjustment by all the above 1.33 (1.23-1.44) 

Effect of truncating follow-up at different times on the risk of ovarian cancer in current users 

HT duration of use in current vs never users of HT 
<5 years 

Relative risk† (95%CI) 
≥5 years 

Relative risk† (95%CI) 
Truncating at 4 yrs * 1.43 (1.31-1.56) 1.39 (1.32-1.46) 
Truncating at 3 yrs 1.42 (1.31-1.55) 1.39 (1.31-1.47) 
Truncating at 2 yrs 1.44 (1.32-1.58) 1.43 (1.34-1.52) 
Truncating at 1 yr 1.44 (1.31-1.58) 1.44 (1.34-1.54) 

*as in the main analysis

Effect of truncating follow-up at different times on the relative risk in current-or-recent users 
Time from  last 

report of HT use 
to cancer 
diagnosis   

Number of 
exposed 

cases 

Relative risk in current- 
or-recent vs never users 

of HT† (95%CI) 
Truncating at 4 yrs* 1.6 years 2751 1.37 (1.29-1.46) 
Truncating at 3 yrs 1.2 years 2487 1.37 (1.29-1.45) 
Truncating at 2 yrs 0.9 years 2202 1.38 (1.30-1.47) 
Truncating at 1 yr 0.6 years 1773 1.37 (1.28-1.47) 
No truncation 3.3 years 3670 1.34 (1.27-1.41) 

* as in the main analyses

Effect of excluding certain studies from the results 
Relative risk in current-or-

recent users† (95%CI) 
All prospective studies 1.37 (1.29-1.46) 
Excluding both Million Women Study 38 and DaHoRS 45 1.36 (1.19-1.56) 
Excluding CPS mortality study23 1.37 (1.29-1.46) 

†Relative risks were stratified by study, centre within study, age and body mass index, and adjusted 
for parity, use of oral contraceptives, age at menopause and hysterectomy. 
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Relative risk of ovarian cancer in current-or-recent versus never 
users of HT, by tumour characteristics: 

 By tumour histology (if known) and study design 

Exposed 
cases (n) 

Relative risk 
(95%CI)† 

Prospective studies 
  Serous tumours   1286 1.53 (1.40-1.66); p<0.0001 
  Endometrioid tumours   298 1.42 (1.20-1.67); p<0.0001 
  Mucinous tumours   203 0.93 (0.77-1.12); p=0.4 
  Clear cell tumours   92 0.75 (0.57-0.98); p=0.04 
Heterogeneity: p<0.0001 

Retrospective studies 
  Serous tumours   922 1.20 (1.07-1.33); p= 0.001 
  Endometrioid tumours   210 1.10 (0.91-1.33); p=0.3 
  Mucinous tumours   100 0.59 (0.46-0.76); p<0.0001 
  Clear cell tumours   80 0.81 (0.60-1.10); p=0.2 
Heterogeneity: p<0.0001 

 By tumour histology and malignant potential of the tumour (if both known) 

Exposed 
cases (n) 

Relative risk 
(95%CI)† 

Serous tumours 
 Fully malignant 1693 1.41 (1.32-1.51) 
 Borderline malignant 169 1.26 (1.01-1.58) 
Endometrioid tumours 
 Fully malignant 398 1.28 (1.13-1.45) 
 Borderline malignant 6 1.20 (0.33-4.37) 
Mucinous tumours 
 Fully malignant 154 0.81 (0.67-0.97) 
 Borderline malignant 102 0.73 (0.57-0.95) 
Clear cell tumours 
 Fully malignant 149 0.80 (0.65-0.98) 
 Borderline malignant 0 - 

†Relative risk in current-or-recent versus never users of HT, stratified by study, centre within 
study, age and body mass index, and adjusted for parity, use of oral contraceptives, age at 
menopause and hysterectomy. 

Collaborative Group of Epidemiological Studies on Ovarian Cancer    
Menopausal Hormone Therapy-Webappendix           19 



Relative risk of ovarian cancer in current or recent ex-users vs never-users 
of HT, by study design age at first use of HT (not including DaHoRS45)

Exposed 
cases (n) 

Relative risk (95%CI)† 

Prospective studies 
  First use before age 50 826 1.35 (1.24-1.47) 
  First use at age 50-59 1070  1.31 (1.22-1.40) 
  First use at age ≥60 110 1.15 (0.93-1.43) 
Heterogeneity: p=0.4 

Retrospective studies 
  First use before age 50 666 1.19 (1.07-1.33) 
  First use at age 50-59 731 1.01 (0.91-1.11) 
  First use at age ≥60 139 0.92 (0.74-1.14) 
Heterogeneity: p=0.03 

All studies 
  First use before age 50 1492 1.28 (1.20-1.37) 
  First use at age 50-59 1801  1.19 (1.12-1.26) 
  First use at age ≥60 249 1.02 (0.88-1.19) 
Heterogeneity: p=0.02 

†Relative risk in current-or-recent versus never users of HT, stratified by study, centre within 
study, age and body mass index, and adjusted for parity, use of oral contraceptives, age at 
menopause and hysterectomy. 
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